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RELATED APPLICATIONS 

[0001] This application claims priority to U.S. Application 10/338,044, filed January 8, 
2003, which is a continuation-in-part of U.S. Application 10/191,803, filed June 10, 2002, 
which claims priority to U.S. Provisional Applications 60/303,819 filed on July 10, 2001; 
60/305,623 filed on July 17, 2001; 60/369,351 filed on April 3, 2002; and 60/377,611 filed 
on May 6, 2002, all of which are herein incorporated by reference in their entirety. 
[0002] This application is also related to U.S. Application Nos. 09/917,800; 10/060,087; 
10/152,3 19; and 10/301,856, all of which are also herein incorporated by reference in their 
entirety. 

SEQUENCE LISTING SUBMISSION ON COMPACT DISC 
[0003] The Sequence Listing submitted concurrently herewith on compact disc under 
Section 801(a)(i) and under 37 C.F.R. §§ 1.821(c) and 1.821(e) is herein incorporated by 
reference in its entirety. Four copies of the Sequence Listing, one on each of four compact 
discs are provided. Copy 1, Copy 2 and Copy 3 are identical. Copies 1, 2 and 3 are also 
identical to the CRF. Each electronic copy of the Sequence Listing was created on 
January 7, 2004 with a file size of 3952 KB. The file names are as follows: Copy 1- gl 
5090 01 wo.txt; Copy 2- gl 5090 01 wo.txt; Copy 3- gl 5090 01 wo.txt; and CRF- gl 5090 
01 wo.txt. 

BACKGROUND OF THE INVENTION 

[0004] The need for methods of assessing the toxic impact of a compound, pharmaceutical 
agent or environmental pollutant on a cell or living organism has led to the development of 
procedures which utilize living organisms as biological monitors. The simplest and most 
convenient of these systems utilize unicellular microorganisms such as yeast and bacteria, 
since they are the most easily maintained and manipulated. In addition, unicellular 
screening systems often use easily detectable changes in phenotype to monitor the effect 
of test compounds on the cell. Unicellular organisms, however, are inadequate models for 
estimating the potential effects of many compounds on complex multicellular animals, in 
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part because they do not have the ability to carry out biotransformations to the extent or at 
levels found in higher organisms. 

[0005] The biotransformation of chemical compounds by multicellular organisms is a 
significant factor in determining the overall toxicity of agents to which they are exposed. 
Accordingly, multicellular screening systems may be preferred or required to detect the 
toxic effects of compounds. The use of multicellular organisms as toxicology screening 
tools has been significantly hampered, however, by the lack of convenient screening 
mechanisms or endpoints, such as those available in yeast or bacterial systems. In 
addition, previous attempts to produce toxicology prediction systems have failed to 
provide the necessary modeling data and statistical information to accurately predict toxic 
responses {e.g., WO 00/12760, WO 00/47761, WO 00/63435, WO 01/32928, and WO 
01/38579). 

DESCRIPTION OF THE TABLES 

[0006] Table 1 provides the GenBank Accession Number for each of the sequences of the 
invention (see www.ncbi.nlm.nih.gov/), as well as the corresponding SEQ ID NO. in the 
sequence listing filed with this application. The gene name and Unigene Cluster Title, if 
known, cardiotoxicity prediction model code and internal reference no. are also provided. 
[0007] Table 2 lists and describes the metabolic pathways in which the genes of the 
invention are known to function. 

[0008] Table 3 provides the LocusLink and Unigene names and descriptions for the 
human homologues of the genes listed in Tables 1 and 2. 

[0009] Table 4 defines the model codes, each of which corresponds to a table in Tables 
5A-5LL. Each of Tables 5A-5LL represents part of a cardiotoxicity prediction model and 
lists for each toxin, or class of toxins, the genes that are predictors of a toxic effect. For 
each gene listed, the mean and standard deviation for gene expression levels in Tox-Group 
and Non-tox Group samples, as well as the linear discriminant analysis score (LDA score), 
are indicated. 

[0010] Table 5 A lists the genes that predict a toxic effect in samples treated with 
adrenergic agonists. 

[0011] Table 5B lists the toxicity prediction genes in samples treated with alkylating 
agents. 

[0012] Table 5C lists the toxicity prediction genes in samples treated with adriamycin 
(120 and 168-hour time point data). 
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[0013] Table 5D lists the toxicity prediction genes in samples treated with adriamycin (6 
and 24-hour time point data). 

[0014] Table 5E lists the toxicity prediction genes in samples treated with amphotericin B. 
[0015] Tables 5F and 5G list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with BI-QT, a proprietary heart and liver 
toxin. 

[0016] Tables 5H and 51 list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with clenbuterol (24-hour time point data). 
[0017] Tables 5J and 5K list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with clenbuterol (6-hour time point data). 
[0018] Tables 5L and 5M list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with cyclophosphamide. 
[0019] Tables 5N and 50 list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with epinephrine (24-hour time point data). 
[0020] Tables 5P and 5Q list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with epinephrine (3 and 6-hour time point 
data). 

[0021] Table 5R lists the toxicity prediction genes in samples treated with epirubicin. 
[0022] Tables 5S and 5T list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with hydralazine. 

[0023] Tables 5U and 5V list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with ifosfamide. 

[0024] Tables 5 W and 5X list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with isoproterenol (24-hour time point data). 
[0025] Tables 5 Y and 5Z list the toxicity prediction genes in an alternate model and in a 
core model, respectively, in samples treated with isoproterenol (3 and 6-hour time point 
data). 

[0026] Tables 5 AA and 5BB list the toxicity prediction genes in an alternate model and in 
a core model, respectively, in samples treated with rninoxidil (3 and 6-hour time point 
data). 

[0027] Tables 5CC and 5DD list the toxicity prediction genes in an alternate model and in 
a core model, respectively, in samples treated with norepmephrine (24-hour time point 
data). 
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[0028] Tables SEE and 5FF list the toxicity prediction genes in an alternate model and in £ 
core model, respectively, in samples treated with norepinephrine (3 and 6-hour time point 
data). 

[0029] Tables 5GG (3-hour time point data) and 5HH (6 and 24-hour time point data) list 
the toxicity prediction genes in samples treated with phenylpropanolamine. 
[0030] Table 511 lists the toxicity prediction genes in samples treated with rosiglitazone. 
[0031] Tables 5JJ and 5KK list the toxicity prediction genes in a general model and in a 
general core model, respectively. The general model is produced by combining data from 
all the other models and includes, therefore, samples treated with various compounds and 
data taken at various time points. The general core model combines data from the core 
models produced using one toxin. 

[0032] Table 5LL lists the toxicity prediction genes in samples treated with vasculature 
agents. 

SUMMARY OF THE INVENTION 

[0033] The present invention is based, in part, on the elucidation of the global changes in 
gene expression in tissues or cells exposed to known toxins, in particular cardiotoxins, as 
compared to unexposed tissues or cells as well as the identification of individual genes 
that are differentially expressed upon toxin exposure. 

[00341 In various aspects, the invention includes methods of predicting at least one toxic 
effect of a compound, predicting the progression of a toxic effect of a compound, and 
predicting the cardiotoxicity of a compound. The invention also includes methods of 
identifying agents that modulate the onset or progression of a toxic response. Also 
provided are methods of predicting the cellular pathways that a compound modulates in a 
cell. The invention also includes methods of identifying agents that modulate protein 
activities. 

[0035] In a further aspect, the invention includes probes comprising sequences that 
specifically hybridize to genes in Tables 1-5LL. Also included are solid supports 
comprising at least two of the previously mentioned probes. The invention also includes a 
computer system that has a database containing information identifying the expression 
level in a tissue or cell sample exposed to a cardiotoxin of a set of genes comprising at 
Isaet genes in Tables 1-5TJU 

[0036] The invention further provides a core set of genes in Tables 5A-5LL from which 
prooes can be made and attached to solid supports. These core genes serve as a preferred 
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set of markers of cardiotoxicity and can be used with the methods of the invention to 
predict or monitor a toxic effect of a compound or to modulate the onset or progression of 
a toxic response. 

DETAILED DESCRIPTION 

[0037] Many biological functions are accomplished by altering the expression of various 
genes through transcriptional {e.g. through control of initiation, provision of RNA 
precursors, RNA processing, etc.) and/or translational control. For example, fundamental 
biological processes such as cell cycle, cell differentiation and cell death are often 
characterized by the variations in the expression levels of groups of genes. 
[0038] Changes in gene expression are also associated with the effects of various 
chemicals, drugs, toxins, pharmaceutical agents and pollutants on an organism or cell(s). 
For example, the lack of sufficient expression of functional tumor suppressor genes and/or 
the over-expression of oncogene/protooncogenes after exposure to an agent could lead to 
tumorgenesis or hyperplastic growth of cells (Marshall (1991), Cell 64: 313-326; 
Weinberg (1991), Science 254: 1138-1 146). Thus, changes in the expression levels of 
particular genes (e.g. oncogenes or tumor suppressors) may serve as signposts for the 
presence and progression of toxicity or other cellular responses to exposure to a particular 
compound. 

[0039] Monitoring changes in gene expression may also provide certain advantages during 
drug screening and development. Often drugs are screened for the ability to interact with 
a major target without regard to other effects the drugs have on cells. These cellular 
effects may cause toxicity in the whole animal, which prevents the development and 
clinical use of the potential drug. 

[0040] The present inventors have examined tissue from animals exposed to known 
cardiotoxins which induce detrimental heart effects, to identify global changes in gene 
expression and individual changes in gene expression induced by these compounds. These 
global changes in gene expression, which can be detected by producing or obtaining gene 
expression profiles (an expression level of one or more genes), provide useful toxicity 
markers that can be used to monitor toxicity and/or toxicity progression by a test 
compound. Some of these markers may also be used to monitor or detect various disease 
or physiological states, disease progression, drug efficacy and drug metabolism. 

Identification of Toxicity Markers 
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[0041] To evaluate and identify gene expression changes that are predictive of toxicity, 
studies using selected compounds with well characterized toxicity have been conducted by 
the present inventors to catalogue altered gene expression during exposure in vivo. In the 
present study, cyclophosphamide, ifosfamide, minoxidil, hydralazine, BI-QT, clenbuterol, 
isoproterenol, norepinephrine, epmephrine, adriamycin, amphotericin B, epirubicin, 
phenylpropanolamine, and rosiglitazone were selected as known cardiotoxins. Cisplatin, 
PAN, dopamine, acyclovir, carboplatin, etoposide, temozolomide, vancomycin and 
compound delivery vehicles were selected as negative controls. 

[0042] Cyclophosphamide, an alkylating agent, is highly toxic to dividing cells and is 
commonly used in chemotherapy to treat non-Hodgkin's lymphomas, Burkitt's lymphoma 
and carcinomas of the lung, breast, and ovary (Goodman & Oilman 'r Thr 
Pharmacological Basis of Therapeutics 9 th ed. . p.1234, 1237-1239, J.G. Hardman etal, 
Eds., McGraw Hill, New York, 1996). Additionally, cyclophosphamide is used as an 
immunosuppressive agent in bone marrow transplantation and following organ 
transplantation. Though cyclophosphamide is therapeutically useful, it is also associated 
with cardiotoxicity, nephrotoxicity, and hemorrhagic cystitis. Once in the liver, 
cyclophosphamide is hydroxylated by the cytochrome P450 mixed function oxidase 
system. The active metabolites, phosphoramide mustard and acrolein, cross-link DNA 
and cause growth arrest and cell death. Acrolein has been shown to decrease cellular 
glutathione levels (Dorr and Lagel (1994), Chem Biol Interact 93: 1 17-128). 
[0043] The cardiotoxic effects of cyclophosphamide have been partially elucidated. One 
study analyzed plasma levels in 19 women with metastatic breast carcinoma who had been 
treated with cyclophosphamide, thiotepa, and carboplatin (Ayash et al. (1992), J Clin 
Oncol 10: 995-1000). Of the 19 women in the study, six developed moderate congestive 
heart failure. In another case study, a 10-year old boy, who had been treated with high- 
dose cyclophosphamide, developed cardiac arrhythmias and intractable hypotension (Tsai 
et al. (1990), Am J Pediatr Hematol Oncol 12: 472-476). The boy died 23 days after the 
transplantation. 

[0€44] Another clinical study examined the relationship between the amount of 
cyclophosphamide administered and the development of cardiotoxicity (Goldberg et al. 
(1986), Blood 68: 1 1 14-1 118). When the cyclophosphamide dosage was <1 .55 g/m 2 /d, 
only 1 out of 32 patients had symptoms consistent with cyclophosphamide cardiotoxicity. 
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Yet when the dosage was greater than 1.55 g/m 2 /d, 13 out of 52 patients were 
symptomatic. Six of the high-dose patients died of congestive heart failure. 
[0045] In a related study, Bravennan et al. compared the effects of once daily low-dose 
administration of cyclophosphamide (87 +/- 11 mg/kg) and twice-daily high-dose 
treatment (174 +/- 34 mg/kg) on bone marrow transplantation patients (Bravennan et al. 

(1991) , J Clin Oncol 9: 1215-1223). Within a week, the high-dose patients had an 
increase in left ventricular mass index. Out of five patients who developed clinical 
cardiotoxicity, four were in the high-dose group. 

[0046] Ifosfamide, an oxazaphosphorine, is an analog of cyclophosphamide. Whereas 
cyclophosphamide has two chloroethyl groups on the exocyclic nitrogen, ifosfamide 
contains one chloroethyl group on the ring nitrogen and the other on the exocyclic 
nitrogen. Ifosfamide is a nitrogen mustard and alkylating agent, commonly used in 
chemotherapy to treat testicular, cervical, and lung cancer, as well as sarcomas and 
lymphomas. Like cyclophosphamide, it is activated in the liver by hydroxylation, but it 
reacts more slowly and produces more dechlorinated metabolites and chloroacetaldehyde. 
Comparatively higher doses of ifosfamide are required to match the efficacy of 
cyclophosphamide. 

[0047] Alkylating agents can cross-link DNA, resulting in growth arrest and cell death. 
Despite its therapeutic value, ifosfamide is associated with nephrotoxicity (affecting the 
proximal and distal renal tubules), urotoxicity, venooclusive disease, myelosuppression, 
pulmonary fibrosis and central neurotoxicity (Goodman & Gilman's The Pharmacological 
Basis of Therapeutics 9 th ed., p.1234-1240, J.G. Hardman et al, Eds., McGraw Hill, New 
York, 1996). Ifosfamide can also cause acute severe heart failure and malignant 
ventricular arrhythmia, which may be reversible. Death from cardiogenic shock has also 
been reported (Cecil Text book of Medicine 20 th ed. . Bennett et al. eds., p. 331, W.B. 
Saunders Co., Philadelphia, 1996). 

[0048] Studies of patients with advanced or resistant lymphomas or carcinomas showed 
that high-dose ifosfamide treatment produced various symptoms of cardiac disease, 
including dyspnea, tachycardia, decreased left ventricular contractility and malignant 
ventricular arrhythmia (Quezado et al. (1993), Ann Intern Med 118: 31-36; Wilson et al. 

(1992) , J Clin Oncol 19: 1712-1722). Other patient studies have noted that ifosfamide- 
induced cardiac toxicity may be asymptomatic, although it can be detected by 
electrocardiogram and should be monitored (Pai et al. (2000), Drug Saf 22:263-302). 
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[0049] Minoxidil is an antihypertensive medicinal agent used in the treatment of high 
blood pressure. It works by relaxing blood vessels so that blood may pass through them 
more easily, thereby lowering blood pressure. By applying minoxidil to the scalp, it has 
recently been shown to be effective at combating hair loss by stimulating hair growth. 
Once minoxidil is metabolized by hepatic sulfotransferase, it is converted to the active 
molecule minoxidil N-O sulfate (Goodman & Oilman's The Pharmacolop ir.al Tt**i« nf 
Therapeutics 9 th ed„ pp. 796-797, J.G. Hardman et al, Eds., McGraw Hill, New York, 
1996). The active minoxidil sulfate stimulates the ATP-modulated potassium channel 
consequently causing hyperpolarization and relaxation of smooth muscle. Early studies on 
minoxidil demonstrated that following a single dose of the drug, patients suffering from 
left ventricular failure exhibited a slightly increased heart rate, a fall in the mean arterial 
pressure, a fall in the systemic vascular resistance, and a slight increase in cardiac index 
(Franciosa and Cohn (1981) Circulation 63: 652-657). 

[0050] Some common side effects associated with minoxidil treatment are an increase in 
hair growth, weight gain, and a fast or irregular heartbeat. More serious side effects are 
numbness of the hands, feet, or face, chest pain, shortness of breath, and swelling of the 
feet or lower legs. Because of the risks of fluid retention and reflex cardiovascular effects, 
minoxidil is often given concomitantly with a diuretic and a sympatholytic drug. 
[0051] While minoxidil is effective at lowering blood pressure, it does not lead to a 
regression of cardiac hypertrophy. To the contrary, minoxidil has been shown to cause 
cardiac enlargement when administered to normotensive animals (Moravec et al. (1994) J 
Pharmacol Exp Ther 269: 290-296). Moravec et al. examined normotensive rats that had 
developed myocardial hypertrophy following treatment with minoxidil. The authors found 
that minoxidil treatment led to enlargement of the left ventricle, right ventricle, and 
interventricular septum. 

[0052] Another rat study investigated the age- and dose-dependency of minoxidil-induced 
cardiotoxicity (Herman et al. (1996) Toxicology 110: 71-83). Rats ranging in age from 3 
months to 2 years were given varying amounts of minoxidil over the period of two days. 
The investigators observed interstitial hemorrhages at all dose levels, however the 
hemorrhages were more frequent and severe in the older animals. The 2 year old rats had 
vascular lesions composed of arteriolar damage and calcification. 
[0053] Hydralazine, an antihypertensive drug, causes relaxation of arteriolar smooth 
muscle. Such vasodilation is linked to vigorous stimulation of the sympathetic nervous 
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system, which in turn leads to increased heart rate and contractility, increased plasma renin 
activity, and fluid retention (Goodman & Oilman's The Pharmaco logical Basis of 
Therapeutics 9 th ed., p. 794, J.G. Hardman et al, Eds., McGraw Hill, New York, 1996). 
The increased renin activity leads to an increase in angiotensin II, which in turn causes 
stimulation of aldosterone and sodium reabsorption. 

[0054] Hydralazine is used for the treatment of high blood pressure (hypertension) and for 
the treatment of pregnant women suffering from high blood pressure (pre-eclampsia or 
eclampsia). Some common side effects associated with hydralazine use are diarrhea, rapid 
heartbeat, headache, decreased appetite, and nausea. Hydralazine is often used 
concomitantly with drugs that inhibit sympathetic activity to combat the mild pulmonary 
hypertension that can be associated with hydralazine usage. 

[0055] In one hydralazine study, rats were given one of five cardiotoxic compounds 
(isoproterenol, hydralazine, caffeine, cyclophosphamide, or adriamycin) by intravenous 
injection (Kemi et al. (1996), J Vet Med Sci 58: 699-702). At one hour and four hours 
post-dose, early focal myocardial lesions were observed bistopathologically. Lesions were 
observed in the rats treated with hydralazine four hours post-dose. The lesions were found 
in the inner one third of the left ventricular walls including the papillary muscles. 
[0056] Another study compared the effects of isoproterenol, hydralazine and minoxidil on 
young and mature rats (Hanton et al. (1991), Res Commun Chem Pathol Pharmacol 71: 
23 1-234). Myocardial necrosis was observed in both age groups, but it was more severe in 
the mature rats. Hypotension and reflex tachycardia were also seen in the hydralazine- 
treated rats. 

[0057] BI-QT has been shown to induce QC prolongation in dogs and liver alterations in 
rats. Over a four week period, dogs treated with BI-QT exhibited sedation, decreased 
body weight, increased liver weight, and slightly increased levels of AST, ALP, and BUN. 
After three months of treatment, the dogs exhibited signs of cardiovascular effects. 
[0058] Clenbuterol, a p2 adrenergic agonist, can be used therapeutically as a bronchial 
dilator for asthmatics. It also has powerful muscle anabolic and lipolytic effects. It has 
been banned in the United States but continues to be used illegally by athletes to increase 
muscle growth. In a number of studies, rats treated with clenbuterol developed 
hypertrophy of the heart and latissimus dorsi muscle (Doheny et al. (1998), Amino 'Acids 
15: 13-25; Murphy era/. (1999), Proc Soc Exp Biol Med 221: 184-187; Petrouera/. 
(1995), Circulation 92: 11483-11489). 
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[0059] In one study, mares treated with therapeutic levels of clenbuterol were compared to 
mares that were exercised and mares in a control group (Sleeper et al. (2002), Med Sci 
Sports Exerc 34: 643-650). The clenbuterol-treated mares demonstrated significantly 
higher left ventricular internal dimension and interventricular septal wall thickness at end 
diastole. In addition, the clenbuterol-treated mares had significantly increased aortic root 
dimensions, which could lead to an increased chance of aortic rupture. 
[0060] In another study, investigators reported a case of acute clenbuterol toxicity in a 
human (Hoffman et al. (2001), J Toxicol 39: 339-344). A 28-year old woman had 
ingested a small quantity of clenbuterol, and the patient developed sustained sinus 
tachycardia, hypokalemia, hypophosphatemia, and hypomagnesemia. 
[0061] Catecholamines are neurotransmitters that are synthesized in the adrenal medulla 
and in the sympathetic nervous system. Epinephrine, norepinephrine, and isoproterenol 
are members of the catecholamine sympathomimetic amine family (Casarett & Donll'g 
Toxicology, The Basic Science of Poisons 6 th gd p. 618-619, CD. Klaassen, Ed., 
McGraw Hill, New York, 2001). They are chemically similar by having an aromatic 
portion (catechol) to which is attached an amine, or nitrogen-containing group. 
[0062] Isoproterenol, an antiarrhythmic agent, is used therapeutically as a bronchodilator 
for the treatment of asthma, chronic bronchitis, emphysema, and other lung diseases. 
Some side effects of usage are myocardial ischemia, arrhythmias, angina, hypertension, 
and tachycardia. As a p receptor agonist, isoproterenol exerts direct positive inotropic and 
chronotropic effects. Peripheral vascular resistance is decreased along with the pulse 
pressure and mean arterial pressure. However, the heart rate increases due to the decrease 
in the mean arterial pressure. 

[0063] Norepinephrine, an a and p receptor agonist, is also known as noradrenaline. It is 
involved in behaviors such as attention and general arousal, stress, and mood states. By 
acting on p-1 receptors, it causes increased peripheral vascular resistance, pulse pressure 
and mean arterial pressure. Reflex bradycardia occurs due to the increase in mean arterial 
pressure. Some contraindications associated with norepinephrine usage are myocardial 
ischemia, premature ventricular contractions (PVCs), and ventricular tachycardia. 
[0064] Epinephrine, a potent a and p adrenergic agonist, is used for treating 
bronch-Dconstriction and hypotension resulting from anaphylaxis as well as all forms of 
cardiac arrest. Injection of epinephrine leads to an increase in systolic pressure, 
-r- .rjlar contractility, and heart rate. Some side effects associated with epinephrine 
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usage are cardiac arrhythmias, particularly PVCs, ventricular tachycardia, renal vascular 
ischemia, increased myocardial oxygen requirements, and hypokalemia. 
[0065] Anthracyclines are antineoplastic agents used commonly for the treatment of breast 
cancer, leukemias, and a variety of other solid tumors. However, the usefulness of the 
drugs are limited due dose-dependent cardiomyopathy and ECG changes (Casarett & 
Doull's Toxicology. The Basic Science of Poisons 6 th ed.. p. 619, CD. Klaassen, Ed., 
McGraw Hill, New York, 2001). 

[0066] Adriamycin (doxorubicin) is a cytotoxic anthracycline antiobiotic that inhibits the 
action of topoisomerase H It has a wide spectrum of antitumor activity, however dose- 
related cardiotoxicity is a major side effect. The toxic effects are most likely due to the 
generation of free radicals (DeAtley et al. (1999), Toxicology 134: 51-62). In one study, 
rats were given a dose of either adriamycin alone or a dose of adriamycin following a dose 
of captopril (al-Shabanah et al. (1998), Biochem MolBiolInt 45: 419-427). Those rats 
that were only given adriamycin developed myocardial toxicity after 24 hours manifested 
biochemically by an elevation of serum enzymes such as aspartate transaminase, lactate 
dehydrogenase, and creatine phosphokinase. The rats that were pre-treated with captopril 
exhibited a significant reduction in serum enzyme levels as well as restoration of white 
blood cell counts. 

[0067] Epirubicin is a semisynthetic derivative of daunorubicin, an anthracycline, 
approved for the treatment of breast cancer (Casarett & Doull's Toxicology. The Basic 
Science of Poisons 6 th ed„ p. 619, CD. Klaassen, Ed., McGraw Hill, New York, 2001). 
Yet, it, too, may induce cardiotoxicity. In one observational study, 120 patients with 
advanced breast cancer were followed before, during, and after treatment with epirubicin 
(Jensen et al. (2002), Ann Oncol 13: 699-709). Approximately 59% of the patients 
experienced a 25% relative reduction in left ventricular ejection fraction three years after 
epirubicin treatment, and of these patients 20% had deteriorated into having congestive 
heart failure. 

[0068] Amphotericin B is a polyene, antifungal antibiotic used to treat fungal infections. 
Its clinical utility is limited by its nephrotoxicity and cardiotoxicity. Amphotericin B may 
depress myocardial contractility by blocking activation of slow calcium channels and 
inhibiting the influx of sodium ions (Casarett & Doull's Toxicology. The Basic Science of 
Poisons 6 th ed., p. 621, CD. Klaassen, Ed., McGraw Hill, New York, 2001). It has been 
shown to increase the permeability of the sarcolemmal membrane, and patients given 
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amphotericin B have developed ventricular tachycardia and cardiac arrest. This drug has 
been shown to induce cardiac arrest in rats as well. In the current study, amphotericin B 
led to an increase in serum Troponin T levels and some early signs of cardiomyopathy 
within 24 hours of one intravenous bolus injection. 

[0069] Phenylpropanolamine was used in over-the-counter decongestants until recently, 
but was withdrawn when its association with cardiac deaths became known. It is both a 
beta-1 and alpha adrenergic receptor agonist and has been shown to induce cardiotoxicity 
in rats. In one rat study, phenylpropanolamine was shown to cause myocardial contractile 
depression without altering global coronary artery blood flow (Zaloga et al. (2000), Crit 
Care Med 2%: 3679-3683). 

[0070] In another study, rats were given single intraperitoneal doses of 1, 2, 4, 8, 16, or 32 
mg/kg of phenylpropanolamine (Pentel etal (1987), FundamAppl Toxicol 9: 167-172). 
The animals exhibited dose-dependent increased blood pressure and, following 
termination, myocardial necrosis. 

[0071] Rosiglitazone (Avandia) is a thiazohdinedione medication used to treat Type 2 
diabetes. It reduces plasma glucose levels and glucose production and increases glucose 
clearance (Wagstaff and Goa (2002), Drugs 62: 1805-1837). Some side effects associated 
with rosiglitazone treatment are fluid retention, congestive heart failure, and liver disease. 
In patients who have heart failure or use insulin, there is a potential for mild-to-moderate 
peripheral edema with rosiglitazone treatment. It has been shown that patients that do not 
have heart failure or use insulin can also develop moderate-to-severe edema while using 
rosiglitazone (Niemeyer and Janney (2002), Pharmacotherapy 22: 924-929). 

Toxicity Prediction and Modeling 
[0072] The genes, gene expression information (including Tox Group means and standard 
deviations, Nontax Group means and standard deviations, and LDA scores) and gene 
expression profiles, as well as the portfolios and subsets of the genes provided in Tables 1- 
5LL, such as the core toxicity markers in Tables 5A-5LL, may be used to predict at least 
one toxic effect, including the cardiotoxicity of a test or unknown compound. As used 
herein, at least one toxic effect includes, but is not limited to, a detrimental change in the 
physiological status of a cell or organism. The response may be, but is not required to be, 
aiouuiaicd with a particular pathology, such as tissue necrosis, myocarditis, arrhythmias, 
^sbycardia, myocardial ischemia, angina, hypertension, hypotension, dyspnea, and 
cardiogenic shock. Accordingly, the toxic effect includes effects at the molecular and 
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cellular level. Cardiotoxicity is an effect as used herein and includes but is not limited to 
the pathologies of tissue necrosis, myocarditis, arrhythmias, tachycardia, myocardial 
ischemia, angina, hypertension, hypotension, dyspnea, and cardiogenic shock. As used 
herein, a gene expression profile comprises any representation, quantitative or not, of the 
expression of at least one mRNA species in a cell sample or population and includes 
profiles made by various methods such as differential display, PCR, hybridization 
analysis, etc. 

[0073] In general, assays to predict the toxicity or cardiotoxicity of a test agent (or 
compound or multi-component composition) comprise the steps of exposing a cell 
population to the test compound, assaying or measuring the level of relative or absolute 
gene expression of one or more of the genes in Tables 1-5LL and comparing the identified 
expression level(s) to the expression levels disclosed in the Tables and database(s) 
disclosed herein. Assays may include the measurement of the expression levels of about 
2, 3, 4, 5, 6, 7, 8, 9, 10, 15, 20, 25, 30, 50, 75, 100, 200, 500, 1000 or more genes from 
Tables 1-5LL, or ranges of these numbers, such as about 2-10, about 10-20, about 20-50, 
about 50-100, about 100-200, about 200-500 or about 500-1000 genes from Tables 1-5LL 
to create multi-gene expression profiles. Assays for toxicity prediction may also include 
the measurement of nearly all the genes in Tables 1-5LL. "Nearly all" or "substantially 
all" the genes or gene information may be considered to mean at least 80%, preferably 
85%, 90% or 95%, of the genes or information in any one of or all of Tables 1-5LL. 
[0074] The genes, gene expression information and databases of the present invention 
may also be used to predict the absence of a toxic effect, or the non-toxicity of a test 
compound. Gene expression profiles of cell or tissue samples from subjects or samples 
exposed to the test compound are prepared or obtained and then compared to those stored 
in a database of the invention. If the test sample gene expression profiles correlate with 
gene expression profiles classified as Non-tox Group samples, the test compound may 
considered not to produce a toxic effect. 

[0075] Further, the gene expression information and databases of the present invention 
may also be used to predict the dosage or level of exposure at which a particular test 
compound produces a toxic effect. Groups of human or animal subjects may be treated 
with varying dosages of a test compound for varying lengths of time, or cell or tissue 
samples may be taken from groups of human or animal subjects and treated with varying 
dosages of a test compound for varying lengths of time. Alternatively, human or animal 
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cell cultures may be exposed to varying dosages of a test compound for varying lengths of 
time. Gene expression profiles may then be prepared or obtained from the set of samples 
treated with the test compound. These gene expression profiles may subsequently be 
compared to gene expression profiles stored in a database of the invention. In the sample 
set, the lowest concentration or dosage of the test compound that produces a gene 
expression profile that matches a gene expression profile indicating a toxic effect 
(corresponding to one or more Tox-Group samples in the database) may be determined. 
This concentration or dosage may be considered to be the threshold level at or above 
which a toxic response or effect may be predicted. 

[0076] In the methods of the invention, the gene expression level for a gene or genes 
induced by the test agent, compound or compositions may be comparable to the levels 
found in the Tables or databases disclosed herein if the expression level varies within a 
factor of about 2, about 1.5 or about 1.0 fold. In some cases, the expression levels are 
comparable if the agent induces a change in the expression of a gene in the same direction 
(e.g., up or down) as a reference toxin. 

[0077] The cell population that is exposed to the test agent, compound or composition 
may be exposed in vitro or in vivo. For instance, cultured or freshly isolated heart cells, in 
particular rat heart cells, may be exposed to the agent under standard laboratory and cell 
culture conditions. In another assay format, in vivo exposure may be accomplished by 
administration of the agent to a living animal, for instance a laboratory rat. 
[0078] Procedures for designing and conducting toxicity tests in in vitro and in vivo 
systems are well known, and are described in many texts on the subject, such as Loomis et 
al-> Loomis's Essentials of Toxicology, 4th Ed.. Academic Press, New York, 1996; 
Echobichon. The Basic s of Toxicity Testing . CRC Press, Boca Raton, 1992; Frazier, 
editor, In Vitro To xicity Testing . Marcel Dekker, New York, 1992; and the like. 
[0079] In in vitro toxicity testing, two groups of test organisms are usually employed: one 
group serves as a control and the other group receives the test compound in a single dose 
(for acute toxicity tests) or a regimen of doses (for prolonged or chronic toxicity tests). 
Because, in some cases, the extraction of tissue as called for in the methods of the 
invention requires sacrificing the test animal, both the control group and the group 
receiving compound must be large enough to permit removal of animals for sampling 
tissues, if it is desired to observe the dynamics of gene expression through the duration of 
an experiment. 
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[0080J In setting up a toxicity study, extensive guidance is provided in the literature for 
selecting the appropriate test organism for the compound being tested, route of 
administration, dose ranges, and the like. Water or physiological saline (0.9% NaCl in 
water) is the solute of choice for the test compound since these solvents permit 
administration by a variety of routes. When this is not possible because of solubility 
limitations, vegetable oils such as corn oil or organic solvents such as propylene glycol 
may be used. 

[0081] Regardless of the route of administration, the volume required to administer a 
given dose is limited by the size of the animal that is used. It is desirable to keep the 
volume of each dose uniform within and between groups of animals. When rats or mice 
are used, the volume administered by the oral route generally should not exceed about 
0.005 ml per gram of animal. Even when aqueous or physiological saline solutions are 
used for parenteral injection, the volumes that are tolerated are limited, although such 
solutions are ordinarily thought of as being innocuous. The intravenous LD 50 of distilled 
water in the mouse is approximately 0.044 ml per gram and that of isotonic saline is 0.068 
ml per gram of mouse. In some instances, the route of administration to the test animal 
should be the same as, or as similar as possible to, the route of admhiistration of the 
compound to man for therapeutic purposes. 

[0082] When a compound is to be administered by inhalation, special techniques for 
generating test atmospheres are necessary. The methods usually involve aerosolization or 
nebulization of fluids containing the compound. If the agent to be tested is a fluid that has 
an appreciable vapor pressure, it may be administered by passing air through the solution 
under controlled temperature conditions. Under these conditions, dose is estimated from 
the volume of air inhaled per unit time, the temperature of the solution, and the vapor 
pressure of the agent involved. Gases are metered from reservoirs. When particles of a 
solution are to be administered, unless the particle size is less than about 2 urn the particles 
will not reach the terminal alveolar sacs in the lungs. A variety of apparatuses and 
chambers are available to perform studies for detecting effects of irritant or other toxic 
endpoints when they are administered by inhalation. The preferred method of 
administering an agent to animals is via the oral route, either by intubation or by 
incorporating the agent in the feed. 

[0083] When the agent is exposed to cells in vitro or in cell culture, the cell population to 
be exposed to the agent may be divided into two or more subpopulations, for instance, by 
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dividing the population into two or more identical aliquots. In some preferred 
embodiments of the methods of the invention, the cells to be exposed to the agent are 
derived from heart tissue. For instance, cultured or freshly isolated rat heart cells may be 
used. 

[0084] The methods of the invention may be used generally to predict at least one toxic 
response, and, as described in the Examples, may be used to predict the likelihood that a 
compound or test agent will induce various specific heart pathologies, such as tissue 
necrosis, myocarditis, arrhythmias, tachycardia, myocardial ischemia, angina, 
hypertension, hypotension, dyspnea, cardiogenic shock, or other pathologies associated 
with at least one of the toxins herein described. The methods of the invention may also be 
used to determine the similarity of a toxic response to one or more individual compounds. 
In addition, the methods of the invention may be used to predict or elucidate the potential 
cellular pathways influenced, induced or modulated by the compound or test agent due to 
the similarity of the expression profile compared to the profile induced by a known toxin 
(see Tables 5-5LL). 

Diagnostic Uses for the Toxicity Markers 
[0085] As described above, the genes and gene expression information or portfolios of the 
genes with their expression information as provided in Tables 1-5LL may be used as 
diagnostic markers for the prediction or identification of the physiological state of a tissue 
or cell sample that has been exposed to a compound or to identify or predict the toxic 
effects of a compound or agent. For instance, a tissue sample such as a sample of 
peripheral blood cells or some other easily obtainable tissue sample may be assayed by 
opy ~Pth e methods described above, and the expression levels from a gene or genes from 
Tables 5-5LL may be compared to the expression levels found in tissues or cells exposed 
to the toxins described herein. These methods may result in the diagnosis of a 
physiological state in the cell, may be used to diagnose toxin exposure or may be used to 
identify the potential toxicity of a compound, for instance a new or unknown compound or 
agent that the subject has been exposed to. The comparison of expression data, as well as 
available sequence or other information may be done by researcher or diagnostician or 
may be done with the aid of a computer and databases as described below. 

l£i another format, the levels cf a gene(s) of Tables 5-5LL, its encoded proteins), 
or any metabolite produced by the encoded protein may be monitored or detected in a 
sample, such as a bodily tissue or fluid sample to identify or diagnose a physiological state 
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of an organism. Such samples may include any tissue or fluid sample, including urine, 
blood and easily obtainable cells such as peripheral lymphocytes. 

Use of the Markers for Monitoring Toxicity Progression 
[0087] As described above, the genes and gene expression information provided in Tables 
5-5LL may also be used as markers for the monitoring of toxicity progression, such as that 
found after initial exposure to a drug, drug candidate, toxin, pollutant, etc. For instance, a 
tissue or cell sample may be assayed by any of the methods described above, and the 
expression levels from a gene or genes from Tables 5-5LL may be compared to the 
expression levels found in tissue or cells exposed to the cardiotoxins described herein. 
The comparison of the expression data, as well as available sequence or other information 
may be done by a researcher or diagnostician or may be done with the aid of a computer 
and databases. 

Use of the Toxicity Markers for Drug Screening 
[0088] According to the present invention, the genes identified in Tables 1-5LL may be 
used as markers or drug targets to evaluate the effects of a candidate drug, chemical 
compound or other agent on a cell or tissue sample. The genes may also be used as drug 
targets to screen for agents that modulate their expression and/or activity. In various 
formats, a candidate drug or agent can be screened for the ability to stimulate the 
transcription or expression of a given marker or markers or to down-regulate or counteract 
the transcription or expression of a marker or markers. According to the present 
invention, one can also compare the specificity of a drug's effects by looking at the 
number of markers which the drug induces and comparing them. More specific drugs will 
have less transcriptional targets. Similar sets of markers identified for two drugs may 
indicate a similarity of effects. 

[0089] Assays to monitor the expression of a marker or markers as defined in Tables 1- 
5LL may utilize any available means of monitoring for changes in the expression level of 
the nucleic acids of the invention. As used herein, an agent is said to modulate the 
expression of a nucleic acid of the invention if it is capable of up- or down-regulating 
expression of the nucleic acid in a cell. 

[0090] In one assay format, gene chips containing probes to one, two or more genes from 
Tables 1-5LL maybe used to directly monitor or detect changes in gene expression in the 
treated or exposed cell. Cell, lines, tissues or other samples are first exposed to a test agent 
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and in some instances, a known toxin, and the detected expression levels of one or more, 
or preferably 2 or more of the genes of Tables 1-5LL are compared to the expression 
levels of those same genes exposed to a known toxin alone. Compounds that modulate the 
expression patterns of the known toxin(s) would be expected to modulate potential toxic 
physiological effects in vivo. The genes in Tables 1-5LL are particularly appropriate 
markers in these assays as they are differentially expressed in cells upon exposure to a 
known cardiotoxin. Tables 1 and 2 disclose those genes that are differentially expressed 
upon exposure to the named toxins and their corresponding GenBank Accession numbers. 
Table 3 discloses the human homologues and the corresponding GenBank Accession 
numbers of the differentially expressed genes of Tables 1 and 2. 

[0091] In another format, cell lines that contain reporter gene fusions between the open 
reading frame and/or the transcriptional regulatory regions of a gene in Tables 1-5LL and 
any assayable fusion partner may be prepared. Numerous assayable fusion partners are 
known and readily available including the firefly luciferase gene and the gene encoding 
chloramphenicol acetyltransferase (Alam et al. (1990), AnalBiochem 188: 245-254). Cell 
lines containing the reporter gene fusions are then exposed to the agent to be tested under 
appropriate conditions and time. Differential expression of the reporter gene between 
samples exposed to the agent and control samples identifies agents which modulate the 
expression of the nucleic acid. 

[0092] Additional assay formats may be used to monitor the ability of the agent to 
modulate the expression of a gene identified in Tables 5-5LL. For instance, as described 
above, mRNA expression may be monitored directly by hybridization of probes to the 
nucleic acids of the invention. Cell lines are exposed to the agent to be tested under 
appropriate conditions and time, and total RNA or mRNA is isolated by standard 
procedures such those disclosed in Sambrook et al. (Molecular Cloning: A Laboratory 
Manual, 2nd Ed., Cold Spring Harbor Laboratory Press, Cold Spring Harbor, NY, 1989). 
[0093] ha another assay format, cells or cell lines are first identified which express the 
gene products of the invention physiologically. Cells and/or cell lines so identified would 
be expected to comprise the necessary cellular machinery such that the fidelity of 
modulation of the transcriptional apparatus is maintained with regard to exogenous contact 
of agent with appropriate surface transduction mechanisms and/or the cytosolic cascades. 
Further, such cells or cell lines may be transduced or transfected with an expression 
v*ucie (e.g., a piasmid or viral vector) construct comprising an operable non-translated 5'- 
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promoter containing end of the structural gene encoding the gene products of Tables 1- 
5LL fused to one or more antigenic fragments or other detectable markers, which are 
peculiar to the instant gene products, wherein said fragments are under the transcriptional 
control of said promoter and are expressed as polypeptides whose molecular weight can be 
distinguished from the naturally occurring polypeptides or may further comprise an 
immunologically distinct or other detectable tag. Such a process is well known in the art 
(see Sambrook et al. , supra). 

[0094] Cells or cell lines transduced or transfected as outlined above are then contacted 
with agents under appropriate conditions; for example, the agent comprises a 
pharmaceutically acceptable excipient and is contacted with cells comprised in an aqueous 
physiological buffer such as phosphate buffered saline (PBS) at physiological pH, Eagles 
balanced salt solution (BSS) at physiological pH, PBS or BSS comprising serum or 
conditioned media comprising PBS or BSS and/or serum incubated at 37°C. Said 
conditions may be modulated as deemed necessary by one of skill in the art. Subsequent 
to contacting the cells with the agent, said cells are disrupted and the polypeptides of the 
lysate are fractionated such that a polypeptide fraction is pooled and contacted with an 
antibody to be further processed by immunological assay (e.g., ELISA, 
immunoprecipitation or Western blot). The pool of proteins isolated from the "agent- 
contacted" sample is then compared with the control samples (no exposure and exposure 
to a known toxin) where only the excipient is contacted with the cells and an increase or 
decrease in the immunologically generated signal from the "agent-contacted" sample 
compared to the control is used to distinguish the effectiveness and/or toxic effects of the 
agent. 

Use of Toxicity Markers to Identify Agents that Modulate Protein Activity or Levels 
[0095] Another embodiment of the present invention provides methods for identifying 
agents that modulate at least one activity of a protein(s) encoded by the genes in Tables 1- 
5LL. Such methods or assays may utilize any means of monitoring or detecting the 
desired activity. 

[0096] In one format, the relative amounts of a protein (Tables 1-5LL) between a cell 
population that has been exposed to the agent to be tested compared to an unexposed 
control cell population and a cell ^pz^m ^zpzstd to a known toxin may be assayed. In 
this format, probes such as specific antibodies are used to monitor the differential 
expression of the protein in the different cell populations. Cell lines or populations are 
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exposed to the agent to be tested under appropriate conditions and time. Cellular lysates 
may be prepared from the exposed cell line or population and a control, unexposed cell 
line or population. The cellular lysates are then analyzed with the probe, such as a specific 
antibody. 

[0097] Agents that are assayed in the above methods can be randomly selected or 
rationally selected or designed. As used herein, an agent is said to be randomly selected 
when the agent is chosen randomly without considering the specific sequences involved in 
the association of a protein of the invention alone or with its associated substrates, binding 
partners, etc. An example of randomly selected agents is the use a chemical library or a 
peptide combinatorial library, or a growth broth of an organism. 
[0098] As used herein, an agent is said to be rationally selected or designed when the 
agent is chosen on a nonrandom basis which takes into account the sequence of the target 
site and/or its conformation in connection with the agent's action. Agents can be 
rationally selected or rationally designed by utilizing the peptide sequences that make up 
these sites. For example, a rationally selected peptide agent can be a peptide whose amino 
acid sequence is identical to or a derivative of any functional consensus site. 
[0099] The agents of the present invention can be, as examples, peptides, small molecules, 
vitamin derivatives, as well as carbohydrates. Dominant negative proteins, DNAs 
encoding these proteins, antibodies to these proteins, peptide fragments of these proteins 
or mimics of these proteins may be introduced into cells to affect function. "Mimic" as 
used herein refers to the modification of a region or several regions of a peptide molecule 
to provide a structure chemically different from the parent peptide but topographically and 
functionally similar to the parent peptide (see G.A. Grant in: Molecular Biolop v anH 
Biotechnology , Meyers, ed., pp. 659-664, VCH Publishers, New York, 1995). A skilled 
artisan can readily recognize that there is no limit as to the structural nature of the agents 
of the present invention. 

Nucleic Acid Assay Formats 
[00100] As previously discussed, the genes identified as being differentially expressed 
upon exposure to a known cardiotoxin (Tables 1-5LL) may be used in a variety of nucleic 
acid detection assays to detect or quantify the expression level of a gene or multiple genes 
in a given sample. The genes described in Tables 1-5LL may also be used in combination 
with one or more additional genes whose differential expression is associate with toxicity 
in a cell or tissue. In preferred embodiments, the genes in Tables 5-5LL may be combined 
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with one or more of the genes described in prior and related applications 60/303,819 filed 
on July 10, 2001; 60/305,623 filed on July 17, 2001; 60/369,351 filed on April 3, 2002; 
and 60/377,611 filed on May 6, 2002; 09/917,800; 10/060,087; 10/152,319; 10/191,803, 
and 10/301,856, all of which are incorporated by reference. 
[00101] Any assay format to detect gene expression may be used. For example, 
traditional Northern blotting, dot or slot blot, nuclease protection, primer directed 
amplification, RT- PCR, semi- or quantitative PCR, branched-chain DNA and differential 
display methods may be used for detecting gene expression levels. Those methods are 
useful for some embodiments of the invention. In cases where smaller numbers of genes 
are detected, amplification based assays may be most efficient. Methods and assays of the 
invention, however, may be most efficiently designed with hybridization-based methods 
for detecting the expression of a large number of genes. 

[00102] Any hybridization assay format may be used, including solution-based and solid 
support-based assay formats. Solid supports containing oligonucleotide probes for 
differentially expressed genes of the invention can be filters, polyvinyl chloride dishes, 
particles, beads, microparticles or silicon or glass based chips, etc. Such chips, wafers and 
hybridization methods are widely available, for example, those disclosed by Beattie (WO 
95/11755). 

[00103] Any solid surface to which oligonucleotides can be bound, either directly or 
indirectly, either covalently or non-covalently, can be used. A preferred solid support is a 
high density array or DNA chip. These contain a particular oligonucleotide probe in a 
predetermined location on the array. Each predetermined location may contain more than 
one molecule of the probe, but each molecule within the predetermined location has an 
identical sequence. Such predetermined locations are termed features. There may be, for 
example, from 2, 10, 100, 1000 to 10,000, 100,000, 400,000 or 1,000,000 or more of such 
features on a single solid support. The solid support, or the area within which the probes 
are attached may be on the order of about a square centimeter. Probes corresponding to 
the genes of Tables 5-5LL or from the related applications described above may be 
attached to single or multiple solid support structures, e.g., the probes may be attached to a 
single chip or to multiple chips to comprise a chip set. 

[00104] Oligonucleotide probe arrays for expression monitoring can be made and used 
according to any techniques known in the art (see for example, Lockhart et al. (1996), Nat 
Biotechnol 14: 1675-1680; McGall et al. (1996), Proc Nat Acad Sci USA 93: 13555- ' 
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13460). Such probe arrays may contain at least two or more oligonucleotides that are 
complementary to or hybridize to two or more of the genes described in Tables 5-5LL. 
For instance, such arrays may contain oligonucleotides that are complementary to or 
hybridize to at least 2, 3, 4, 5, 6, 7, 8, 9, 10, 20, 30, 50, 70, 100 or more of the genes 
described herein. Preferred arrays contain all or nearly all of the genes listed in Tables 1- 
5LL, or individually, the gene sets of Tables 5-5LL. In a preferred embodiment, arrays are 
constructed that contain oligonucleotides to detect all or nearly all of the genes in any one 
of or all of Tables 1-5LL on a single solid support substrate, such as a chip. 
[00105] The sequences of the expression marker genes of Tables 1-5LL are in the public 
databases. Table 1 provides the GenBank Accession Number for each of the sequences 
(see www.ncbi.nlm.nih.gov/) as well as a corresponding SEQ ID NO. in the sequence 
listing filed with this application. Table 3 provides the LocusLink and Unigene names and 
descriptions for the human homologues of the genes described in Tables 1 and 2. The 
sequences of the genes in GenBank and/or RefSeq are expressly herein incorporated by 
reference in their entirety as of the filing date of this application, as are related sequences, 
for mstance, sequences from the same gene of different lengths, variant sequences, 
polymorphic sequences, genomic sequences of the genes and related sequences from 
different species, including the human counterparts, where appropriate (see Table 3). 
These sequences may be used in the methods of the invention or may be used to produce 
the probes and arrays of the invention. In some embodiments, the genes in Tables 1-5LL 
that correspond to the genes or fragments previously associated with a toxic response may 
be excluded from the Tables. 

[00106] As described above, in addition to the sequences of the GenBank Accession 
iNWoers disclosed in the Tables 1-5LL, sequences such as naturally occurring variants or 
polymorphic sequences may be used in the methods and compositions of the invention. 
For instance, expression levels of various allelic or homologous forms of a gene disclosed 
in Tables 1-5LL may be assayed. Any and all nucleotide variations that do not 
significantly alter the functional activity of a gene listed in the Tables 1-5LL, including all 
naturally occurring allelic variants of the genes herein disclosed, may be used in the 
methods and to make the compositions (e.g., arrays) of the invention. 
[001117. Probes based on the sequences of the genes described above may be prepared by 
any commonly available method. Oligonucleotide probes for screening or assaying a 
mi ceii sample are preferably of sufficient length to specifically hybridize only to 
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appropriate, complementary genes or transcripts. Typically the oligonucleotide probes 
will be at least about 10, 12, 14, 16, 18, 20 or 25 nucleotides in length. In some cases, 
longer probes of at least 30, 40, or 50 nucleotides will be desirable. 
[00108] As used herein, oligonucleotide sequences that are complementary to one or more 
of the genes described in Tables 1-5LL refer to oligonucleotides that are capable of 
hybridizing under stringent conditions to at least part of the nucleotide sequences of said 
genes, their encoded RNA or mRNA, or amplified versions of the RNA such as cRNA. 
Such hybridizable oligonucleotides will typically exhibit at least about 75% sequence 
identity at the nucleotide level to said genes, preferably about 80% or 85% sequence 
identity or more preferably about 90% or 95% or more sequence identity to said genes. 
[00109] "Bind(s) substantially" refers to complementary hybridization between a probe 
nucleic acid and a target nucleic acid and embraces minor mismatches that can be 
accommodated by reducing the stringency of the hybridization media to achieve the 
desired detection of the target polynucleotide sequence. 

[00110] The terms "background" or "background signal intensity" refer to hybridization 
signals resulting from non-specific binding, or other interactions, between the labeled 
target nucleic acids and components of the oligonucleotide array {e.g., the oligonucleotide 
probes, control probes, the array substrate, etc.). Background signals may also be 
produced by intrinsic fluorescence of the array components themselves. A single 
background signal can be calculated for the entire array, or a different background signal 
may be calculated for each target nucleic acid. In a preferred embodiment, background is 
calculated as the average hybridization signal intensity for the lowest 5% to 10% of the 
probes in the array, or, where a different background signal is calculated for each target 
gene, for the lowest 5% to 10% of the probes for each gene. Of course, one of skill in the 
art will appreciate that where the probes to a particular gene hybridize well and thus 
appear to be specifically binding to a target sequence, they should not be used in a 
background signal calculation. Alternatively, background may be calculated as the 
average hybridization signal intensity produced by hybridization to probes that are not 
complementary to any sequence found in the sample (e.g. probes directed to nucleic acids 
of the opposite sense or to genes not found in the sample such as bacterial genes where the 
sample is mammalian nucleic acids). Background can also be calculated as the average 
signal intensity produced by regions of the array that lack any probes at all. 
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[00111] The phrase "hybridizing specifically to" or "specifically hybridizes" refers to the 
binding, duplexing, or hybridizing of a molecule substantially to or only to a particular 
nucleotide sequence or sequences under stringent conditions when that sequence is present 
in a complex mixture (e.g., total cellular) DNA or RNA. 
[00112] Assays and methods of the invention may utilize available formats to 
simultaneously screen at least about 100, preferably about 1000, more preferably about 
10,000 and most preferably about 100,000 or 1,000,000 or more different nucleic acid 
hybridizations. 

[00113] As used herein a "probe" is defined as a nucleic acid, capable of binding to a 
target nucleic acid of complementary sequence through one or more types of chemical 
bonds, usually through complementary base pairing, usually through hydrogen bond 
formation. As used herein, a probe may include natural (i.e., A, G, U, C, or T) or modified 
bases (7-deazaguanosine, inosine, etc.). In addition, the bases in probes may be joined by 
a linkage other than a phosphodiester bond, so long as it does not interfere with 
hybridization. Thus, probes may be peptide nucleic acids in which the constituent bases 
are joined by peptide bonds rather than phosphodiester linkages. 
[00114] The term "perfect match probe" refers to a probe that has a sequence that is 
perfectly complementary to a particular target sequence. The test probe is typically 
perfectly complementary to a portion (subsequence) of the target sequence. The perfect 
match (PM) probe can be a "test probe", a "normalization control" probe, an expression 
level control probe and the like. A perfect match control or perfect match probe is, 
however, distinguished from a "mismatch control" or "mismatch probe." 
[00115] The terms "mismatch control" or "mismatch probe" refer to a probe whose 
sequence is deliberately selected not to be perfectly complementary to a particular target 
sequence. For each mismatch (MM) control in a high-density array there typically exists a 
corresponding perfect match (PM) probe that is perfectly complementary to the same 
particular target sequence. The mismatch may comprise one or more bases. 
[001 16] While the mismatches) may be located anywhere in the mismatch probe, 
terminal mismatches are less desirable as a terminal mismatch is less likely to prevent 
hybridization of the target sequence. In a particularly preferred embodiment, the 
mismatch is located at or near the center of the probe such that the mismatch is most likely 
to destabilize the duplex with the target sequence under the test hybridization conditions. 
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[00117] The term "stringent conditions" refers to conditions under which a probe will 
hybridize to its target subsequence, but with only insubstantial hybridization to other 
sequences or to other sequences such that the difference may be identified. Stringent 
conditions are sequence-dependent and will be different in different circumstances. 
Longer sequences hybridize specifically at higher temperatures. Generally, stringent 
conditions are selected to be about 5°C lower than the thermal melting point (Tm) for the 
specific sequence at a defined ionic strength and pH. 

[00118] Typically, stringent conditions will be those in which the salt concentration is at 
least about 0.01 to 1 .0 M Na + ion concentration (or other salts) at pH 7.0 to 8.3 and the 
temperature is at least about 30°C for short probes (e.g., 10 to 50 nucleotides). Stringent 
conditions may also be achieved with the addition of destabilizing agents such as 
formamide. 

[00119] The "percentage of sequence identity" or "sequence identity" is determined by 
comparing two optimally aligned sequences or subsequences over a comparison window 
or span, wherein the portion of the polynucleotide sequence in the comparison window 
may optionally comprise additions or deletions (i.e., gaps) as compared to the reference 
sequence (which does not comprise additions or deletions) for optimal alignment of the 
two sequences. The percentage is calculated by determining the number of positions at 
which the identical submit (e.g. nucleic acid base or amino acid residue) occurs in both 
sequences to yield the number of matched positions, dividing the number of matched 
positions by the total number of positions in the window of comparison and multiplying 
the result by 100 to yield the percentage of sequence identity. Percentage sequence 
identity when calculated using the programs GAP or BESTFIT (see below) is calculated 
using default gap weights. 

Probe design 

[00120] One of skill in the art will appreciate that an enormous number of array designs 
are suitable for the practice of this invention. The high density array will typically include 
a number of test probes that specifically hybridize to the sequences of interest. Probes 
may be produced from any region of the genes identified in the Tables and the attached 
representative sequence fisting. In instances where the gene reference in the Tables is an 
EST, probes may be designed £sm iiisi sesjnsKX oi from other regions of the 
corresponding full-length transcript that maybe available in any of the sequence 
databases, such as those herein described. See WO 99/32660 for methods of producing 
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probes for a given gene or genes. In addition, any available software may be used to 
produce specific probe sequences, including, for instance, software available from 
Molecular Biology Insights, Olympus Optical Co. and Biosoft International. In a 
preferred embodiment, the array will also include one or more control probes. 
[00121] High density array chips of the invention include "test probes." Test probes may 
be oligonucleotides that range from about 5 to about 500, or about 7 to about 50 
nucleotides, more preferably from about 10 to about 40 nucleotides and most preferably 
from about 15 to about 35 nucleotides in length. In other particularly preferred 
embodiments, the probes are 20 or 25 nucleotides in length. In another preferred 
embodiment, test probes are double or single strand DNA sequences such as cDNA 
fragments. DNA sequences are isolated or cloned from natural sources or amplified from 
natural sources using native nucleic acid as templates. These probes have sequences 
complementary to particular subsequences of the genes whose expression they are 
designed to detect. Thus, the test probes are capable of specifically hybridizing to the 
target nucleic acid they are to detect. 

[00122] In addition to test probes that bind the target nucleic acid(s) of interest, the high 
density array can contain a number of control probes. The control probes may fall into 
three categories referred to herein as 1) normalization controls; 2) expression level 
controls; and 3) mismatch controls. 

[00123] Normalization controls are oligonucleotide or other nucleic acid probes that are 
complementary to labeled reference oligonucleotides or other nucleic acid sequences that 
are added to the nucleic acid sample to be screened. The signals obtained from the 
normalization controls after hybridization provide a control for variations in hybridization 
conditions, label intensity, "reading" efficiency and other factors that may cause the signal 
of a perfect hybridization to vary between arrays. In a preferred embodiment, signals 
(e.g., fluorescence intensity) read from all other probes in the array are divided by the 
signal {e.g., fluorescence intensity) from the control probes thereby normalizing the 
measurements. 

[00124] Virtually any probe may serve as a normalization control. However, it is 
recognized that hybridization efficiency varies with base composition and probe length. 
Preferred normalization probes are selected to reflect the average length of the other 
probes present in the array, however, they can be selected to cover a range of lengths. The 
normalization control(s) can also be selected to reflect the (average) base composition of 
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the other probes in the array, however in a preferred embodiment, only one or a few 
probes are used and they are selected such that they hybridize well (i.e., no secondary 
structure) and do not match any target-specific probes. 
[00125] Expression level controls are probes that hybridize specifically with 
constitutively expressed genes in the biological sample. Virtually any constitutively 
expressed gene provides a suitable target for expression level controls. Typically 
expression level control probes have sequences complementary to subsequences of 
constitutively expressed "housekeeping genes" including, but not limited to the actin gene, 
the transferrin receptor gene, the GAPDH gene, and the like. 

[00126] Mismatch controls may also be provided for the probes to the target genes, for 
expression level controls or for normalization controls. Mismatch controls are 
oligonucleotide probes or other nucleic acid probes identical to their corresponding test or 
control probes except for the presence of one or more mismatched bases. A mismatched 
base is a base selected so that it is not complementary to the corresponding base in the 
target sequence to which the probe would otherwise specifically hybridize. One or more 
mismatches are selected such that under appropriate hybridization conditions (e.g., 
stringent conditions) the test or control probe would be expected to hybridize with its 
target sequence, but the mismatch probe would not hybridize (or would hybridize to a 
significantly lesser extent). Preferred mismatch probes contain a central mismatch. Thus, 
for example, where a probe is a 20 mer, a corresponding mismatch probe will have the 
identical sequence except for a single base mismatch (e.g., substituting a G, a C or a T for 
an A) at any of positions 6 through 14 (the central mismatch). 
[00127] Mismatch probes thus provide a control for non-specific binding or cross 
hybridization to a nucleic acid in the sample other than the target to which the probe is 
directed. For example, if the target is present the perfect match probes should be 
consistently brighter than the mismatch probes. In addition, if all central mismatches are 
present, the mismatch probes can be used to detect a mutation, for instance, a mutation of 
a gene in the accompanying Tables 1-5LL. The difference in intensity between the perfect 
match and the mismatch probe provides a good measure of the concentration of the 
hybridized material. 

Nucleic Acid Samples 

[00128] Cell or tissue samples may be exposed to the test agent in vitro or in vivo. When 
cultured cells or tissues are used, appropriate mammalian cell extracts, such as liver cell 
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extracts, may also be added with the test agent to evaluate agents that may require 
biotransformation to exhibit toxicity. 

[00129] The genes which are assayed according to the present invention are typically in 
the form of mRNA or reverse transcribed mRNA. The genes may or may not be cloned. 
The genes may or may not be amplified and cRNA produced. The cloning and/or 
amplification do not appear to bias the representation of genes within a population. In 
some assays, it may be preferable, however, to use polyA+ RNA as a source, as it can be 
used with less processing steps. 

[00130] As is apparent to one of ordinary skill in the art, nucleic acid samples used in the 
methods and assays of the invention may be prepared by any available method or process. 
Methods of isolating total mRNA are well known to those of skill in the art. For example, 
methods of isolation and purification of nucleic acids are described in detail in Chapter 3 ' 
of Laboratory Techniques in Biochemistry and Mn fe cular Binln^ , ^ Hybridization 
With Nucleic Acid Probes: Theory and Nucleic Acid Probes, P. Tijssen, Ed., Elsevier 
Press, New York, 1993. Such samples include RNA samples, but also include cDNA 
synthesized from a mRNA sample isolated from a cell or tissue of interest. Such samples 
also include DNA amplified from the cDNA, and RNA transcribed from the amplified 
DNA (cRNA). One of skill in the art would appreciate that it is desirable to inhibit or 
destroy RNase present in homogenates before homogenates are used. 
[00131] Biological samples may be of any biological tissue or fluid or cells from any 
organism as well as cells raised in vitro, such as cell lines and tissue culture cells. 
Frequently the sample will be a tissue or cell sample that has been exposed to a compound, 
agent, drug, pharmaceutical composition, potential environmental pollutant or other 
composition. In some formats, the sample will be a "clinical sample" which is a sample 
derived from a patient. Typical clinical samples include, but are not limited to, sputum, 
blood, blood-cells (e.g., white cells), tissue or fine needle biopsy samples, urine, peritoneal 
fluid, and pleural fluid, or cells therefrom. Biological samples may also include sections 
of tissues, such as frozen sections or formalin fixed sections taken for histological 
purposes. 

Forming High Density Arrays 
IvvisTi methods of forming high density arrays of oligonucleotides with a minimal 
-wh-r of synthetic steps are known. The oligonucleotide analogue array can be 
-vnthesized on a single or on multiple solid substrates by a variety of methods, including, 
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but not limited to, light-directed chemical coupling, and mechanically directed coupling 
(see Pirrung, U.S. Patent No. 5,143,854). 

[00133] In brief, the light-directed combinatorial synthesis of oligonucleotide arrays on a 
glass surface proceeds using automated phosphoramidite chemistry and chip masking 
techniques. In one specific implementation, a glass surface is derivatized with a silane 
reagent containing a functional group, e.g., a hydroxyl or amine group blocked by a 
photolabile protecting group. Photolysis through a photolithographic mask is used 
selectively to expose functional groups which are then ready to react with incoming 5' 
photoprotected nucleoside phosphoramidites. The phosphoramidites react only with those 
sites which are illuminated (and thus exposed by removal of the photolabile blocking 
group). Thus, the phosphoramidites only add to those areas selectively exposed from the 
preceding step. These steps are repeated until the desired array of sequences have been 
synthesized on the solid surface. Combinatorial synthesis of different oligonucleotide 
analogues at different locations on the array is determined by the pattern of iUumination 
during synthesis and the order of addition of coupling reagents. 

[00134] In addition to the foregoing, additional methods which can be used to generate an 
array of oligonucleotides on a single substrate are described in PCT Publication Nos. WO 
93/09668 and WO 01/23614. High density nucleic acid arrays can also be fabricated by 
depositing pre-made or natural nucleic acids in predetermined positions. Synthesized or 
natural nucleic acids are deposited on specific locations of a substrate by light directed 
targeting and oligonucleotide directed targeting. Another embodiment uses a dispenser 
that moves from region to region to deposit nucleic acids in specific spots. 

Hybridization 

[00135] Nucleic acid hybridization simply involves contacting a probe and target nucleic 
acid under conditions where the probe and its complementary target can form stable 
hybrid duplexes through complementary base pairing. See WO 99/32660. The nucleic 
acids that do not form hybrid duplexes are then washed away leaving the hybridized 
nucleic acids to be detected, typically through detection of an attached detectable label. It 
is generally recognized that nucleic acids are denatured by increasing the temperature or 
decreasing the salt concentration of the buffer containing the nucleic acids. Under low 
stringency conditions (e.g., l W w tdnp^i5t3c sn^i High salt) hybrid duplexes (e.g., 
DNA:DNA, RNA:RNA, or RNA:DNA) will form even where the annealed sequences are 
not perfectly complementary. Thus, specificity of hybridization is reduced at lower 
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stringency. Conversely, at higher stringency (e.g„ higher temperature or lower salt) 
successful hybridization tolerates fewer mismatches. One of skill in the art will appreciate 
that hybridization conditions maybe selected to provide any degree of stringency. 
[00136] In a preferred embodiment, hybridization is performed at low stringency, in this 
case in 6x SSPET at 37»C (0.005% Triton X-100), to ensure hybridization and then 
subsequent washes are performed at higher stringency (e.g., lx SSPET at 37°C) to 
eliminate mismatched hybrid duplexes. Successive washes may be performed at 
increasingly higher stringency (e.g., down to as low as 0.25x SSPET at 37°C to 50°C) until 
a desired level of hybridization specificity is obtained. Stringency can also be increased 
by addition of -agents such as formamide. Hybridization specificity may be evaluated by 
comparison of hybridization to the test probes with hybridization to the various controls 
that can be present (e.g., expression level control, normalization control, mismatch 
controls, etc.). 

[00137] In general, there is a tradeoff between hybridization specificity (stringency) and 
signal intensity. Thus, in a preferred embodiment, the wash is performed at the highest 
stringency that produces consistent results and that provides a signal intensity greater than 
approximately 10% of the background intensity. Thus, in a preferred embodiment, the 
hybridized array may be washed at successively higher stringency solutions and read 
between each wash. Analysis of the data sets thus produced will reveal a wash stringency 
above which the hybridization pattern is not appreciably altered and which provides 
adequate signal for the particular oligonucleotide probes of interest. 

j Signal Detection 

rooi **] The hybridized nucleic acids are typically detected by detecting one or more 
labels attached to the sample nucleic acids. The labels may be incorporated by any of a 
number of means well known to those of skill in the art. See WO 99/32660. 

Databases 

[00139] The present invention includes relational databases, such as the Gene Logic 
ToxExpress® database, containing sequence information, for instance, for the genes of 
Tables 1-5LL, as well as gene expression information from tissue or cells exposed to 
various standard toxins, such as those herein described (see Tables 5-5LL). Databases 
may also contain information associated with a given sequence or tissue sample such as 
descriptive information about the gene associated with the sequence information (see 
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Tables 1 and 2), or descriptive information concerning the clinical status of the tissue 
sample, or the animal from which the sample was derived. The database may be designed 
to include different parts, for instance a sequence database and a gene expression database. 
Methods for the configuration and construction of such databases and computer-readable 
media to which such databases are saved are widely available, for instance, see U.S. Patent 
No. 5,953,727, which is herein incorporated by reference in its entirety. 
[00140] The databases of the invention may be linked to an outside or external database 
such as GenBank {www.ncbi.nlm.nih.gov/entrez.i7idex.htmr)-, KEGG (www.genome.ad.jp/ 
kegg); SPAD (www.grt.kyushu-u.ac.jp/spad/index.htmr); HUGO (www.gene.ucl.ac.uk/ 
hugo); Swiss-Prot (www.expasy.ch.sprot); Prosite (www.expasy.ch/tools/saipsitl.htmr); 
OM1M (www.ncbi.nlm.nih.gov/omim); and GDB (www.gdb.org). In apreferred 
embodiment, as described in Tables 1-3, the external database is GenBank and the 
associated databases maintained by the National Center for Biotechnology Information 
(NCBI) (www.ncbi.nlm.nih.gov). 

[00141] Any appropriate computer platform, user interface, etc. may be used to perform 
the necessary comparisons between sequence information, gene expression information 
and any other information in the database or information provided as an input. For 
example, a large number of computer workstations are available from a variety of 
manufacturers, such has those available from Silicon Graphics. Client/server 
environments, database servers and networks are also widely available and appropriate 
platforms for the databases of the invention. 

[00142] The databases of the invention may be used to produce, among other things, 
ToxScreen™ reports and electronic Northerns (E-NORTHERN™, Gene Logic, Inc., 
Gaithersburg, MD) that allow the user to determine the cell type or tissue in which a given 
gene is expressed or allow determination of the abundance or expression level of a given 
gene in a particular tissue or cell, for instance, a cell or tissue sample exposed to a test 
compound. 

[00143] The databases of the invention may also be used to present information 
identifying the expression level in a tissue or cell of a set of genes comprising one or more 
of the genes in Tables 5-5LL, comprising the step of comparing the expression level of at 
least one gene in Tables 5-5LL in a cell or tissue exposed to a test agent to the level of 
expression of the gene in the database. Such methods may be used to predict the toxic 
potential of a given compound by comparing the level of expression of a gene or genes in 
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Tables 5-5LL from a tissue or cell sample exposed to the test agent to the expression 
levels found in a control tissue or cell samples exposed to a standard toxin or cardiotoxin 
such as those herein described. Such methods may also be used in the drug or agent 
screening assays as described herein. 

Kits 

[00144] The invention further includes kits combining, in different combinations, high- 
density oligonucleotide arrays, reagents for use with the arrays, protein reagents encoded 
by the genes of the Tables, signal detection and array-processing instruments, gene 
expression databases and analysis and database management software described above. 
The kits may be used, for example, to predict or model the toxic response of a test 
compound, to monitor the progression of heart disease states, to identify genes that show 
promise as new drug targets and to screen known and newly designed drugs as discussed 
above. 

[00145] The databases packaged with the kits are a compilation of expression patterns 
from human or laboratory animal genes and gene fragments (corresponding to the genes of 
Tables 1-5LL). In particular, the database software and packaged information that may 
contain the databases saved to a computer-readable medium include the expression results 
of Tables 1-5LL that can be used to predict toxicity of a test agent by comparing the 
expression levels of the genes of Tables 1-5LL induced by the test agent to the expression 
levels presented in Tables 5-5LL. In another format, database and software information 
may be provided in a remote electronic format, such as a website, the address of which 
may be packaged in the kit. 

[00146] Databases and software designed for use with microarrays is discussed in 
PCT/US99/20449, filed September 8, 1999, Genomic Knowledge Discovery, 
PCT/IB00/00863, filed June 28, 2000, Biological Data Processing, and in Balaban et al, 
U.S. Patent Nos. 6,229,91 1, a computer-implemented method for managing information, 
stored as indexed tables, collected from small or large numbers of microarrays, and 
6,185,561, a computer-based method with data mining capability for collecting gene 
expression level data, adding additional attributes and reformatting the data to produce 
answers to various queries. Chee et al, U.S. Patent No. 5,974,164, disclose a software- 
based method for identifying mutations in a nucleic acid sequence based on differences in 
probe fluorescence intensities between wild type and mutant sequences that hybridize to 
reference sequences. 
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[00147] The kits may be used in the pharmaceutical industry, where the need for early 
drug testing is strong due to the high costs associated with drug development, but where 
bioinformatics, in particular gene expression informatics, is still lacking. These kits will 
reduce the costs, time and risks associated with traditional new drug screening using cell 
cultures and laboratory animals. The results of large-scale drug screening of pre-grouped 
patient populations, pharmacogenomics testing, can also be applied to select drugs with 
greater efficacy and fewer side-effects. The kits may also be used by smaller 
biotechnology companies and research institutes who do not have the facilities for 
performing such large-scale testing themselves. 

[00148] Without further description, it is believed that one of ordinary skill in the art can, 
using the preceding description and the following illustrative examples, make and utilize 
the compounds of the present invention and practice the claimed methods. The following 
working examples therefore, specifically point out the preferred embodiments of the 
present invention, and are not to be construed as limiting in any way the remainder of the 
disclosure. 



EXAMPLES 

EXAMPLE 1: IDENTIFICATION OF TOXICITY MARKERS 
[00149] The cardiotoxins adriamycin, amphotericin B, epirubicin, phenylpropanolamine, 
and rosiglitazone were administered to male Sprague-Dawley rats at various time points 
using administration diluents, protocols, and dosing regimes as indicated in Table 6. The 
cardiotoxins and control compositions, including cyclophosphamide, ifosfamide, 
minoxidil, hydralazine, BI-QT, clenbuterol, isoproterenol, norepinephrine, and 
epinephrine were administered to male Sprague-Dawley rats at various time points using 
administration diluents, protocols and dosing regimes as previously described in the art 
and previously described in the priority applications discussed above. The low and high 
dose level for each compound are provided in the chart below. 



Heart Toxin 


Low Dose (mg/kq) 


High Dose (mg/kg) 


Cyclophosphamide 


20 


200 


Ifosfamide 


5 


100 


Minoxidil 


12mq/L 


120 mq/L 


Hydralazine 


2.5 


25 


BI-QT 


10 


50 


Clenbuterol 


0.4 


4 


Isoproterenol 


0.05 


0.5 


Norepinephrine 


0.05 


0.5 i 


Epinephrine 


0.1 


1 
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Heart Toxin 


Low Dose (mnlUn\ 


nign uose (mg/Kq) 


Adriamvcin 


1.3 


12.8 


Amphotericin B 


0.25 


2.5 


Epirubicin 


1.2 


12 


Phenylpropanolamine 


6.4 


64 


Rosiglitazone 


18 


180 



i were collected 



as described below: 



Observation of Animals 

[00151] 1. Clinical Observations- Twice daily: mortality and moribundity check. 
Cage Side Observations - skin and fur, eyes and mucous membrane, respiratory system, 
circulatory system, autonomic and central nervous system, somatomotor pattern, and 
behavior pattern. Potential signs of toxicity, including tremors, convulsions, salivation, 
diarrhea, lethargy, coma or other atypical behavior or appearance, were recorded as they 
occurred and included a time of onset, degree, and duration. 

[00152J 2. Physical Examinations- Prior to randomization, prior to initial treatment, and 
prior to sacrifice. 

[00153] 3. Body Weights- Prior to randomization, prior to initial treatment, and prior to 
sacrifice. 



Clinical Pathology 

[00154] 1. Frequency Prior to necropsy. 

[00155] 2. Number of animals All surviving animals. 

[00156] 3. Bleeding Procedure Blood was obtained by puncture of the orbital 

sinus while under 70% C0 2 / 30% 0 2 anesthesia. 

[00157] 4. Collection of Blood Samples Approximately 0.5 mL of blood was 
collected into EDTA tubes for evaluation of hematology parameters. Approximately 1 mL 
of blood was collected into serum separator tubes for clinical chemistry analysis. 
Approximately 200 uL of plasma was obtained and frozen at ~-80°C for test 
compound/metabolite estimation. An additional ~2 mL of blood was collected into a 15 
mL conical polypropylene vial to which ~3 mL of Trizol was immediately added. The 
contents were immediately mixed with a vortex and by repeated inversion. The tubes 
™sc? frzzsn m liquid nitrogen and stored at — 80°C. 



termination Procedures 
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Terminal Sacrifice 

[00158] At the sampling times indicated in Tables 5A-5LL and Table 6 for each 
cardiotoxin, and as previously described in the related applications mentioned above, rats 
were weighed, physically examined, sacrificed by decapitation, and exsanguinated. The 
animals were necropsied within approximately five minutes of sacrifice. Separate sterile, 
disposable instruments were used for each animal, with the exception of bone cutters, 
which were used to open the skull cap. The bone cutters were dipped in disinfectant 
solution between animals. 

[00159] Necropsies were conducted on each animal following procedures approved by 
board-certified pathologists. 

[00160] Animals not surviving until terminal sacrifice were discarded without necropsy 
(following euthanasia by carbon dioxide asphyxiation, if moribund). The approximate 
time of death for moribund or found dead animals was recorded. 

Postmortem Procedures 
[00161] Fresh and sterile disposable instruments were used to collect tissues. Gloves 
were worn at all times when handling tissues or vials. All tissues were collected and 
frozen within approximately 5 minutes of the animal's death. The fiver sections and 
kidneys were frozen within approximately 3-5 minutes of the animal's death. The time of 
euthanasia, an interim time point at freezing of liver sections and kidneys, and time at 
completion of necropsy were recorded. Tissues were stored at approximately -80°C or 
preserved in 10% neutral buffered formalin. 

Tissue Collection and Processing 
[00162] Liver- 

1 . Right medial lobe - snap frozen in liquid nitrogen and stored at ~-80°C. 

2. Left medial lobe - Preserved in 10% neutral-buffered formalin (NBF) and evaluated for 
gross and microscopic pathology. 

3. Left lateral lobe - snap frozen in liquid nitrogen and stored at ~-80°C. 
[00163] Heart- 

A sagittal cross-section containing portions of the two atria and of the two ventricles was 
preserved in 10% NBF. The remaining heart was frozen in liquid nitrogen and stored at ~ 
-80°C. 

[00164] Kidneys (both)- 
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1. Left - Hemi-dissected; half was preserved in 10% NBF and the remaining half was 
frozen in liquid nitrogen and stored at ~ -80°C. 

2. Right - Hemi-dissected; half was preserved in 10% NBF and the remaining half was 
frozen in liquid nitrogen and stored at ~ -80°C. 

[00165] Testes (both)- 

A sagittal cross-section of each testis was preserved in 10% NBF. The remaining testes 
were frozen together in liquid nitrogen and stored at ~-80°C. 
[00166] Brain (whole)- 

A cross-section of the cerebral hemispheres and of the diencephalon was preserved in 10% 
NBF, and the rest of the brain was frozen in liquid nitrogen and stored at ~ -80°C. 
[00167] Microarray sample preparation was conducted with minor modifications, 
following the protocols set forth in the Affymetrix GeneChip Expression Analysis 
Manual. Frozen tissue was ground to a powder using a Spex Certiprep 6800 Freezer Mill. 
Total RNA was extracted with Trizol (GibcoBRL) utilizing the manufacturer's protocol. 
The total RNA yield for each sample was 200-500 ug per 300 mg tissue weight. mRNA 
was isolated using the Oligotex mRNA Midi kit (Qiagen) followed by ethanol 
precipitation. Double stranded cDNA was generated from mRNA using the Superscript 
Choice system (GibcoBRL). First strand cDNA synthesis was primed with a T7-(dT24) 
oligonucleotide. The cDNA was phenol-chloroform extracted and ethanol precipitated to 
a final concentration of 1 ug/ml. From 2 ug of cDNA, cRNA was synthesized using 
Ambion's T7 MegaScript in vitro Transcription Kit. 

[00168] To biotin label the cRNA, nucleotides Bio-1 1-CTP and Bio-16-UTP (Enzo 
Diagnostics) were added to the reaction. Following a 37°C incubation for six hours, 
impurities were removed from the labeled cRNA following the RNeasy Mini kit protocol 
(Qiagen). cRNA was fragmented (fragmentation buffer consisting of 200 mM Tris- 
acetate, pH 8. 1, 500 mM KOAc, 150 mM MgOAc) for thirty-five minutes at 94°C. 
Following the Affymetrix protocol, 55 ug of fragmented cRNA was hybridized on the 
Affymetrix rat array set for twenty-four hours at 60 rpm in a 45°C hybridization oven. 
The chips were washed and stained with Streptavidin Phycoerythrin (SAPE) (Molecular 
Pffihss) in Affymetrix fluidics stations. To amplify staining, SAPE solution was added 
t^c *ith an anti-streptavidin biotinylated antibody (Vector Laboratories) staining step in 
betwesn. Hybridization to the probe arrays was detected by fluorometric scanning 
(Hewlett Packard Gene Array Scanner). Data was analyzed using Affymetrix GeneChip® 
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version 2.0 and Expression Data Mining (EDMT) software (version 1.0), Gene Logic's 
GeneExpress® 2000 software and S-Plus™ software. 

[00169] Tables 1 and 2 disclose those genes that are differentially expressed upon 
exposure to the named toxins and their corresponding GenBank Accession and Sequence 
Identification numbers, the identities of the metabolic pathways in which the genes 
function, the gene names if known, and the Unigene Cluster titles. The human 
homologues of the rat genes in Tables 1 and 2 are indicated in Table 3. The model codes 
in Tables 1-3 represent the various toxicity or heart pathology states that differential 
expression of each gene is able to identify, as well as the individual toxin or toxin type 
associated with differential expression of each gene. The model codes are defined in 
Table 4. The GLGC ID is the internal Gene Logic identification number. 
[00170] Tables 5A-5LL disclose a set of genes, along with the summary statistics for each 
of the comparisons performed as indicated in these tables, i.e., expression levels of a 
particular gene in toxicity group samples compared to non-toxicity group samples in 
response to exposure to a particular toxin, or as measured in a particular disease state. 
Each of these tables contains a set of predictive genes and creates a model for predicting 
the cardiotoxicity of an unknown, i.e., untested compound. Each gene is identified by its 
Gene Logic identification number and can be cross-referenced to a gene name and 
representative sequence identification number in Tables 1 and 2 or in one or more related 
applications, as mentioned on page 1. 

[00171] For each comparison of gene expression levels between samples in the toxicity 
group (samples affected by exposure to a specific toxin) and samples in the non-toxicity 
group (samples not affected by exposure to that same specific toxin), the tox mean (for 
toxicity group samples) is the mean signal intensity, as normalized for the various chip 
parameters that are being assayed. The non-tox mean represents the mean signal intensity, 
as normalized for the various chip parameters that are being assayed, in samples from 
animals other than those treated with the high dose of the specific toxin. These animals 
were treated with a low dose of the specific toxin, or with vehicle alone, or with a different 
toxin. Samples in the toxicity groups were obtained from animals sacrificed at the time 
point(s) indicated in the Table 5-5LL headings, while samples in the non-toxicity groups 
were obtained from animals sacrificed at all time points in the experiments. For individual 
genes, an increase in the tox mean compared to the non-tox mean indicates up-regulation 
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upon exposure to a toxin. Conversely, a decrease in the tox mean compared to the non-tox 
mean indicates down-regulation. 

[00172] The mean values are derived from Average Difference (AveDiff) values for a 
particular gene, averaged across the corresponding samples. Each individual Average 
Difference value is calculated by integrating the intensity information from multiple probe 
pairs that are tiled for a particular fragment. The normalization multiplies each expression 
intensity for a given experiment (chip) by a global scaling factor. The intent of this 
normalization is to make comparisons of individual genes between chips possible. The 
scaling factor is calculated as follows: 

[00173] 1. From all the unnormalized expression values in the experiment, delete the 
largest 2% and smallest 2% of the values. That is, if the experiment yields 10,000 
expression values, order the values and delete the smallest 200 and largest 200. 
[00174] 2. Compute the trimmed mean, which is equal to the mean of the remaining 
values. 

[00175] 3. Compute the scale factor SF = 100/(trimmed mean) 
[00176] Values greater than 2.0* SD noise are assumed to come from expressers. For 
these values, the standard deviation SD log (signal) of the logarithms is calculated. The 
logarithms are then multiplied by a scale factor proportional to 1/ SD log (signal) and 
exponentiated. The resulting values are then multiplied by another scale factor, chosen so 
there will be no discontinuity in the normalized values from unsealed values on either side 
of 2.0* SD noise. Some AveDiff values may be negative due to the general noise 
involved in nucleic acid hybridization experiments. Although many conclusions can be 
made corresponding to a negative value on the GeneChip platform, it is difficult to assess 
the meaning behind the negative value for individual fragments. Our observations show 
that, although negative values are observed at times within the predictive gene set, these 
values reflect a real biological phenomenon that is highly reproducible across all the 
samples from which the measurement was taken. For this reason, those genes that exhibit 
a negative value are included in the predictive set. It should be noted that other platforms 
of gene expression measurement may be able to resolve the negative numbers for the 
corresponding genes. The predictive ability of each of those genes should extend across 
platforms, however. Each mean value is accompanied by the standard deviation for the 
mean. The linear (hscriminant analysis score (discriminant score, or LDA), as disclosed in 
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the tables, measures the ability of each gene to predict whether or not a sample is toxic. 
The discriminant score is calculated by the following steps: 

Calculation of a discriminant score 
[00177] Let X { represent the AveDiff values for a given gene across the non-tox samples, 
i=l...n. 

[00178] Let Yj represent the AveDiff values for a given gene across the tox samples, 
i=l...t. 

[00179] The calculations proceed as follows: 

[00180] 1. Calculate mean and standard deviation for Xj's and Yi's, and denote these by 

mx, my, Sx,Sy. 

[00181] 2. For all Xj's and Yi's, evaluate the function f(z) = ((l/s Y )*exp( -0.5*((z- 
my)/s Y ) 2 )) / (((l/s Y )*exp( -0.5*((z-my)/s Y ) 2 )) +((l/s x )*exp( -0.5*((z-mx)/sx) 2 ))). 
[00182] 3. The number of correct predictions, say P, is then the number of Yj's such that 
f(Y0>.5 plus the number of Xj's such that f(Xj)<0.5. 
[00183] 4. The discriminant score is then P/(n+t). 

[00184] Linear discriminant analysis uses both the individual measurements of each gene 
and the calculated measurements of all combinations of genes to classify samples. For 
each gene a weight is derived from the mean and standard deviation of the toxic and 
nontax groups. Every gene is multiplied by a weight and the sum of these values results in 
a collective discriminate score. This discriminant score is then compared against 
collective centroids of the tox and nontax groups. These centroids are the average of all 
tox and nontax samples respectively. Therefore, each gene contributes to the overall 
prediction. This contribution is dependent on weights that are large positive or negative 
numbers if the relative distances between the tox and nontax samples for that gene are 
large and small numbers if the relative distances are small. The discriminant score for 
each unknown sample and centroid values can be used to calculate a probability between 
zero and one as to the group in which the unknown sample belongs. 

EXAMPLE 2: GENERAL TOXICITY MODELING 

[00185] Samples were selected for grouping into tax-responding and non-tox-responding 
groups by exaniining each study individually with Principal Components Analysis (PC A) 
to determine which treatments had an observable response. Only groups where confidence 



39 



WO 2004/063334 PCT/US2004/000240 

of their tox-responding and non-tox-responding status was established were included in 
building a general tox model (Tables 5A-5LL). 

[001 86] Linear discriminant models were generated to describe toxic and non-toxic 
samples. The top discriminant genes and/or EST's were used to determine toxicity by 
calculating each gene's contribution with homo and heteroscedastic treatment of variance 
and inclusion or exclusion of mutual information between genes. Prediction of samples 
within the database exceeded 80% true positives with a false positive rate of less than 5%. 
It was determined that combinations of genes and/or EST's generally provided a better 
predictive ability than individual genes and that the more genes and/or EST used the better 
predictive ability. Although the preferred embodiment includes fifty or more genes, many 
pairings or greater combinations of genes and/or EST can work better than individual 
genes. All combinations of two or more genes from the selected list (Tables 5A-5LL) 
could be used to predict toxicity. These combinations could be selected by pairing in an 
agglomerate, divisive, or random approach. Further, as yet undetermined genes and/or 
EST's could be combined with individual or combination of genes and/or EST's described 
here to increase predictive ability. However, the genes and/or EST's described here would 
contribute most of the predictive ability of any such undetermined combinations. 
[00187] Other variations on the above method can provide adequate predictive ability. 
These include selective inclusion of components via agglomerate, divisive, or random 
approaches or extraction of loading and combining them in agglomerate, divisive, or 
random approaches. Also the use of composite variables in logistic regression to 
determine classification of samples can also be accomplished with linear discriminate 
analysis, neural or Bayesian networks, or other forms of regression and classification 
based on categorical or continual dependent and independent variables. 

EXAMPLE 3: MODELING WITH CORE GENE SET 

[00188] As described in Examples 1 and 2, above, the data collected from microarray 
hybridization experiments were analyzed by LDA and by PCA. The genes in Tables 5G, 
5L 5K 5M, 50, 5Q, 5T, 5V, 5X, 5Z, 5BB, 5DD, 5FF, and 5KK constitute a core set of 
markers for predicting the cardiotoxicity of a compound, whereas the genes in Tables 5H, 
5.L_5L : 5.N, 5P 5 5S, 5U, 5W, 5Y, 5AA, 5CC and 5EE constitute an alternative set of 
markers. The core marker tables comprise genes that are also found in PCT Application 
* ; ~CT/US02/21735, whereas the alternate marker tables do not comprise genes also 
£b-.-3d in the '735 application. Each gene fragment in Tables 1-5LL is assigned an LDA 
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score, and those gene fragments in the core set are those with the highest LDA scores. 
The gene fragments in Tables 5A-5LL were determined to give greater than 80% true 
positive results and less than 5% false positive results. Gene expression profiles prepared 
or obtained from expression data for these genes, in the presence and absence of toxin 
treatment, can be used a controls in assays of compounds whose toxic properties have not 
been examined. Comparison of data from test compound-exposed and test compound- 
unexposed animals with the data in Tables 5A-5LL allows the prediction of toxic effects- 
or no toxic effects- upon exposure to the test compound. Thus, the marker gene sets can 
be used to examine the biological effects of a compound whose toxic properties following 
exposure are not known and to predict the toxicity in cardiac tissue of this compound. 

EXAMPLE 4: MODELING METHODS 

[00189] The above modeling methods provide broad approaches of combining the 
expression of genes to predict sample toxicity. One could also provide no weight in a 
simple voting method or determine weights in a supervised or unsupervised method using 
agglomerate, divisive, or random approaches. All or selected combinations of genes may 
be combined in ordered, agglomerate, or divisive, supervised or unsupervised clustering 
algorithms with unknown samples for classification. Any form of correlation matrix may 
also be used to classify unknown samples. The spread of the group distribution and 
discriminate score alone provide enough information to enable a skilled person to generate 
all of the above types of models with accuracy that can exceed discriminate ability of 
individual genes. Some examples of methods that could be used individually or in 
combination after transformation of data types include but are not limited to: Discriminant 
Analysis, Multiple Discriminant Analysis, robust multi-array average (RMA) analysis, 
partial least squares (PLS) analysis, logistic regression, multiple regression analysis, linear 
regression analysis, conjoint analysis, canonical correlation, hierarchical cluster analysis, 
k-means cluster analysis, self-organizing maps, multidimensional scaling, structural 
equation modeling, support vector machine determined boundaries, factor analysis, neural 
networks, bayesian classifications, and resampling methods. 

EXAMPLE 5: INDIVIDUAL COMPOUND MARKERS 
[00190J Samples were groupea inxo maividuai pafhoiogy classes based on known 
toxicological responses and observed clinical chemical and pathology measurements or 
into early and late phases of observable toxicity within a compound (Tables 1-5LL). The 
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top 10, 25, 50, 100 genes based on individual discriminate scores were used in a model to 
ensure that combination of genes provided a better prediction than individual genes. As 
described above, all combinations of two or more genes from this list could potentially 
provide better prediction than individual genes when selected in any order or by ordered, 
agglomerate, divisive, or random approaches. In addition, combining these genes with 
other genes could provide better predictive ability, but most of this predictive ability 
would come from the genes listed herein. 

[00191] Samples may be considered toxic if they score positive in any individual 
compound represented here or in any modeling method mentioned under general 
toxicology models based on combination of individual time and dose grouping of 
individual toxic compounds obtainable from the data. Most logical groupings with one or 
more genes and one or more sample dose and time points should produce better 
predictions of general toxicity or similarity to known toxicant than individual genes. 
100192] Although the present invention has been described in detail with reference to 
examples above, it is understood that various modifications can be made without departing 
from the spirit of the invention. Accordingly, the invention is limited only by the 
following claims. All cited patents, patent applications and publications referred to in this 
application are herein incorporated by reference in their entirety. 
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AA800844 
AA800853 


p,q 

g 

dj.k.s.t 




ESTs 

"ESTs " 

ESTs, Moderately similar to LYOXRAT Protein- 
lysine 6-oxidase precursor (Lysyl oxidase) 
[R.norvegicus] 


11fi 

1 ID 

117 


15213 


AA800855 
AA800908 


b,l,m 
hh 




bo IS 

ESTs, ESTs, Highly similar to MLF2JWOUSE 
Myeloid leukemia factor 2 (Myelodysplasia-myeloid 
leukemia factor 2) [M.musculusl 1 




O-l /H c 


AA800962 


hh 




ESTs J 1 

ESTs, Highly similar to S11661 taiin - mouse 
[M.musculus] 


119 
120 


11901 
12086 


AA801058 
AA801116 


d 
a 


aldehyde dehydrogenase family 
9, subfamily A1 


aldehyde dehydrogenase family 9, subfamily A1 


121 
122 


16852 
23115 


AA801130 
M801165 


h.l 
c 


growth factor receptor bound 
protein 2 

Testis-specific histone 2a 


growth factor receptor bound protein 2 I 


! 

124 


22318 


AA801181 
AA801187 


cc,dd 
h,l 




Testis-specific histone 2a 

ESTs, Highly similar to P52K.HUMAN 52 kDa 
repressor of the inhibitor of the protein kinase 
(p58IPK-interacting protein) (58 kDa interferon- j 
induced protein kinase-interacting protein) 
(P52rlPK) (Death associated protein 4) [H.sapiens] 


125 

126i 
127 


10549 
12399, 


AA801255 

4A801307 L 
W801310 < 


r,kk 

».u 




to IS 

ESTs, Weakly similar to TAC1_ HUMAN 
Transforming acidic coiied-coii-containing protein 1 
[H.saplens] " * I 


128 


11166; 


M801346 li 


1,0 


i 


ESTs 1 

ESTs, Weakly similar to plexin B3; plexin 6 [Mus ' 
nusculus] [M.musculusl j 


129 
130 
131 


11995) 
24237 > 
18796 1 


\A801352 r 
\A817726 \Y 
\A817761 € 


1.0 

tk 


1 

/ 

t 

I 


=STs, Moderately similar to Sb'3540 protein DS 1 , 

>4K- human [H.sapiensl 

iSTs 1 


132 

-HI 


23725/ 
23828/ 


\A817816 U 
^817823 lii 


\ 

1 


F 
E 
E 

HHs:UDP-Gal:betaGlcNAcbeta c 
,4- galactosyltransferase, c 
K3lypeptlde 2 ] 


ESTs 

ESTs 

:t> rs, Weakly similar to glycoprotein 
alactosyltransferase beta 1 , 4; beta-1 ,4-GalT; 
alactosyltransferase 2 beta 1, 4; B-1,4-GaiT1; beta] 
,4-GalT1 [Mus musculasl [M.musculusl _| 


! 

"M4I U04/> 
135! 1802 P 

*o/>i 77vvTr7 

I .»« t id98|A 


tA8l /837 k 
A817841 e 
A217849 n 
A817864 le 


F 

k n 
( bb 


otassium channel, subfamily K, 
nember2 m 
E 
E 

E 


otassiurn channel, subfamily K, member 2 

STs J 

STs j 

STs ■ — 
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ITABIE1 



138 



139 



140 



141 



142 



GLGCID 



14101 



2143 



6550 



5982 



5996 



143 



144 



145 



146 



147 
148 



149 



150 
151 



16756 



6014 



6015 



6522 



6037 
367 



8058 



6226 



152 6053 



153 



154 



155 



156 
157 



158 



159 



6054 



11864 



4330 



19723 



6829 



4491 



160 



161 



162 



163 



164 



165 



166 



167 



168 



169 
170 



171 



172 



173 



174 



175 



176 



177 



6073 



12690 



13428 



6092 



19729 



0enbanKAcG. 
No. . 



M817867 



Model < 



Geh^Narpe': 



AA817892 



AA817947 



AA817999 
M818065 



Jr 

[djj.kk 



AA818089 II 



AA818153 Hi 



AA818158 



I 



M818261 



AA818288 



AA818342 [hrT 



AA818475 



AA818521 



n,o,w,x 
III 



AA818615 Ih.l 



AA818655 \C 



AA818658 



AA818717 |w.x 



p,q,ee,ff 



AA818747 lr.bb.ll 



AA818761 |p,g 



AA818784 lii 



AA818798 
AA818818 



|w,x 



AA818820 NT 



AA818861 



6094 



6098 



6136 



5863 



12305 



9083 



6281 



6282 



6168 



6176 



16971 



11021 



19451 



AA818897 
AA818910 



AA818911 



M818935 In.o 



M819086 |cc,dd 



AA819111 



AA819220 



JPk 



AA819332 



AA819367 



aa,bb 



guanine nucleotide binding 
protein beta 2 subunit 



HHs:glycyi-tRNA synthetase 



Atty, Ref < :44921^090 ? O1^WQ/2inSflr 



Uhigehe^e^Uence^c}^ Title . : 
ESTs, Highly similar to I48253 beta-N- 
acetylhexosaminidase (EC 3.2.1.52) alpha chain 
precursor - mouse [M.musculus] 



guanine nucleo tide binding p rotein hate 2 subunit 
ESTs " ~ 



ESTs 



ESTs 



Esrs, Highly similar to SYG_HUMAN Glycyl-tRNA" 
synthetase (Glycine-tRNA iigase) (GiyRS) 
H.sapiens] 

ESTs 



ESTs 



ESTs, Moderately similar to A47318 RNA-binding" 
protein Raly - mouse [M.musculus] 



Diphtheria toxin receptor 
(heparin binding epidermal 
growth factor -like growth 
factor) 



: ( dd 



AA819517 hh 



AA819523 fbb" 



AA819606 |aa t bb 



AA819657 



AA819691 In.o 



AA819767 



protein phosphatase 2 (formerly 
2A), regulatory subunit B (PR 
52), alpha isoform 



ESTs 



ESTs 



ESTs, Highly similar to RIKENcDNA2310008M10 
[Mus muscuiusl [M.musculus] 



ESTs 



ESTs 



EST 



Diphtheria toxin receptor (heparin binding 
epidermal growth factor - like growth factor) 
ESTs " L ~ 



IsTT 



ESTs 



ESTs 



Rattus norvegicus mRNA for cathepsln Y, partial 
cds 

EST ~ 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs 



ESTs, Weakly similar to JC5707 HYA22 protein - 
human [H.sapiens] 



ESTs 



EST 



AA819788 



178[ 18427IAA819891 



protein phosphatase 2 (formerly 2A), regulatory 
subunit B (PR 52), alpha isoform 



ESTs 



ESTs, Weakly similar to 28kDlnterferon alpha 
responsive protein [Mus muscuius l [M.musculusl 



ESTs, Weakiy similar to B36579 inositol 1,4,5- 
ihosphate receptor 2 - rat fRnorveoicus 
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TABLE 

SEQID 


1/ 

■ GLgCjli 


l^enbank'Acc 

D No/ •■ 


: ; Model' Code; 




Atty.Ref : 449^1-5090-Q1-WO/2105485 • 
l ii Uniqene Sequence Cluster titio " • * . 


17 
18 


9 32 
3 981 


0 AA819905 
5AA846218 


hh 
P.q 


stearoyl-CoenzymeA 
desaturase 1 


stearoyl-Coenzvme A desatnrasA 1 


18 

18: 


1 1761 
I 2352 


4 AA848306 
1 AA848407 


b 

W 




ESTs 

ESTs, Weakly similar to DDRT helix-destabiiizing 

protein - rat [R,norveqicus] 

ESTs — ~ 1 


18; 
w 


3 1116 
\ 232< 


3AA848470 
IAA848545 


ii 
r 


- 


ESTs 

ESTs, Weakly similar to T1 9253 hypothetical 
protein C14A4.1 1 - Caenorhabditis elegans 
[C.elegansJ 


185 
186 


» 2511C 
) 1465* 


JAA848546 
\ AA848795 


cc.dd 
jj.kk 




ESTs, Weakly similar to T1 9253 hypothetical 
protein C1 4A4.1 1 - Caenorhabditis elegans 
C.elegans] 


187 
Too 


774S 
1460* 


AA848804 
AA848828 


kk 
c 




to 1 S "1 

ESTs, Highly similar to BTF3J/10USE Transcription 
factor BTF3 (RNA polymerase B transcription factor 
3) [M.musculusl 


189 


12102 


AA848902 


ii 




ESTs ~ 1 

ESTs, Weakly similar to S12207 hypothetical 
protein (B2 element) - mouse [M.musculusl 


190 
191 


18673 
8619 


AA849028 
AA849317 


t 

i,kk 


proteasome (prosome, 
macropain) subunit, alpha type 
3 


proteasome (prosome, macropain) subunit, alpha 
type 3 


192 


2075 


AA849394 


u,v 




ESTs ~ 

ESTs, Weakly similar to DDRT helix-destabilizing 
protein - rat [R.norveqicusl | 


193 
194 


18909 
11726 

11727 


AA849426 
AA849518 

A AO inrj a 

AA849518 


h,l 

t 

t 




ESTs, Weakly similar to YLC4_CAEEL Hypothetical 
81 .0 kDa protein C35D10.4 in chromosome Hi 
C.elegans] \ 
ESTs " 1 


195 

! 196 
197 


21264 

24128 
21275 
8515 


AA849731 

AA849766 
AA849796 
AA849917 


cc.dd 

bb 
d 

b,v 




ESTs 

ESTs 1 

ESTs, Highly similar to T08750 hypothetical protein 
DKF2p586E1519.1 - human ffraqment) [H.sapiens] 

ESTs I 


199 


11355 
22026 


AA849957 
AA850060 


II 

n,o 




ESTs 1 

ESTs, Moderately similar to 08061 62L protein 
URF5 [Mus musculus] [M.musculusl j 


200 

2C1 


22028 j 
21353; 


^A850060 
M850247 


x r dd 
i 




ESTs, Moderately similar to 0806162L protein 
LIRF5 [Mus musculus] [M.musculus] 


202 
203 
204 
205, 


19071 y 
6649/ 

19545 > 
5668; 


\A850524 I 
\A850563 { 
\A850735 ( 
\A850743 


< 

3a,bb 


. f 

_ I 


=STs, Highly similar to 149257 NF2d9 - mouse 
M.musculus] 1 

ESTs 

ESTs 

ESTs ~ ■ — 


206> 
208 

i 


21754/ 
2'75» / 
21766/ 

19424/ 

Z 1 Oil A 


U\850824 
^850872 ) 
^A850916 I. 

^850922 I' 


i " 

U 

ft 

n 

.1 9 


I 
E 
E 

Rattus norvegicus 
nitochondrial genome. 
/22Length = 16,3 d 


iSTs " ~ 

ESTs — 1 

ESTs 1 

imethyiarginlne dimethylaminohydrolase 1 | 


217 


ta85l034 |u 
A851184 n 


i v 

.0 


IE 

F 

[c 


iSTs I 

rattus norvegicus mRNA for cathepsin Y, partial 
ds j 
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Itablei- ~ • : « : rr. „ . 


|SEQ;1D 


. >■ 

"j GLGCjf 


.(ienbankAcc 
3 No/ ■ 


Model .Code 




/W.tww; ^4 i^uau-ui-vv<s>/2l 05485 • 
, Onig^fr Segu^ ,: ■ ; . :,wV >V '< 


i 91 


1 A ■id 

1 410 


0 AA851210 


gg 




" ESTs, Weakly similar to T33304 hypothetical — ^ 
protein R01B10.5 - Caenorhabditis elegans 
[C.elegans] 


I 21 






cc,dd 




ESTs. Moderately similar to exostoses (multiple)- 
like 2; Exostoses, multiple, like 2 [Homo sapiens] 
[H, sapiens] 


21; 

1 ^ ' 


3 2146i 


5AA851273 
* AA851364 


h,l 
u,v 




ESTs, Weakly similar to retinoic acid receptor 
responder (tazarotene induced) 2 [Homo sapiensl 
[Ksapiens] * 


21£ 

21( 


5 169& 
5 1362/ 


1 AA851403 
'AA851493 


_b 

aa.bb 


claudin 7 " 


ESTs 

ESTs, Highly similar to RIKbN cDNA 2900010105 
[Mus muscuius] [M.musculus] 


217 
21E 
I 21 £ 


' 2171C 
2151^ 
19136 


*AA851637 
iAA851660 
> AA851788 


e,r 

" ee.ff 
e 


Luthsran blonH firniin fAnhorrtor 

b antigen included) 


claudin 7 

Lutheran blood group (Auberper b antigen included) 


I 22C 
221 


12187 
19159 


M851820 
AA851953 


e 

u,v 




ESTS 

ESTs 

ESTs, Moderately similar to 1 12501 hypothetical 
protein DKFZp4340171.1 - human (fragment) 
H.sapiens] 


222 
! 223 


15260 
15283 


AA858518 
M858548 


f,g 

a.kk 




ESTs, Weakly similar to T51 146 ring-box protein 1 

pmported] - human [H.sapiens] 

ESTs * 


224 

225 
226 


23069 

1801 
18350 


AA858572 

AA858636 
AA858674 1 


u,v 
n,o 

p.q.ee.ff 




ESTs 

ESTs, Highly similar to mini chromosome 
maintenance deficient 7 (S. cerevisiae) [Mus 
muscuius] [M.musculus] 


227 


12829 


AA858695 


gg 




ESTs 

to rs, Moderately similar to mitochondrial 
ribosomal protein S33; mitochondrial 28S ribosoma! 
protein S33 [Homo sapiensl [H.sapiens] 


228 


13802 


AA858853 


b,l,m 




ESTs, Weakly similar to NTC1_RAT Neurogenic " 
ocus notch homolog protein 1 precursor (Notch 1) 
Rnorvegicusl 


229 


17236 


AA858903 


s,t,gg 


Tssue inhibitor of 
metaiioprcieinase 3 


Tissue inhibitor of metallooroteinase 3 


230 
231 
232 
233 


5867 
14209 
17361 , 

6158, 


AA858953 
AA858955 
M859114 
M859284 


kk 
,k 
kk 
f,g 


iromllpflpn fv/no 1 alnho 0 


ESTs, Moderately similar to SYN.HUMAN 
Asparaginyl-tRNA synthetase, cytoplasmic 
(Asparagine-tRNA ligase) (AsnRS) [H.sapiens] 

ESTs ' 


234 
235 

I Zoo 
237 
238 


6458 i 
15157 i 

15160 > 
16314/ 
22605 > 


M859319 
<\A859343 

U859346 1 

\A859348 

\A859447 


•a 

,k 

J.v 
).q 


j|uwiigyeM| type i, aipna z 

1 
f 

E 


Drocollagen, type I, alpha 2 

ESTs 

ESTs 

=STs, Moderately similar to RP38_HUMAN 
Ribonuclease P protein subunit p38 (RNaseP 
)roteln p38) [H.sapiens] 

ESTs 

ESTs " 1 ■ 


1 239 
240 

241 
242 


23142 / 
13595/ 

23340/ 
15150/ 


\A859479 f 
U\859508 k 

<A659519 c 
^A859562 c 


>,S 

l,h,l 
,hh 


£ 

E 
t 

r 


ESTs 
ESTs 

:STs, Highly similar to JC61 27 RNA-binding protein 
pe 1 - human [H.sapiens] 


! 243 
244 
| 245 


4809 fi 
16228/* 
11635,4 


iA859616 
A859643 
A859645 1, 


9 

M [a 


E 

f! 

E 

ttractin a 


:ST$ 

:b 1 s, weakly similar to FYVE zinc finger 
Caenorhabditis elegans] [C.elegans] 
STs 

ttractin " 
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TABLE 1 1 — rT. : rrr n ; r— ■ 


SEQID 


i. <3LGC'}[ 


. Ivienbqnk Acc 


■; hyiode[.Cpde : : 




nuy. rvef>;^^zi>ouyiMJT^vvQ/2 < l Q5485 

: ; jjnj^e-Seq'aehte Clusteir-Tftfe ^ " ■ 


OA 

24 


□ lOOJ 

7 2240 


3 AA859648 
3 AA859680 


P,q 

y,z 




" ESTs, Weakly similar to DJA1JWOUSE DnaJ 

homolog subfamily A member 1 (Heat shock 40 kDa 
protein 4) (DnaJ protein homolog 2) (HSJ-2) 
[R.norvegicus] 

ESTs — 


24' 

24* 
24< 


7 2240' 

3 2058^ 
) 2144C 


fAA859680 

2 AA859688 
)AA859719 


s,t 

w,hh 
l,m 




ESTs 

ESTs, Highly similar to AU RNA-binding enoyl- 
coenzyme A hydratase; AU RNA-binding 
protein/enoyl-coenzyme A hydratase [Mus 
musculus] [M.musculusl 


25C 
251 


) 2267C 
2262 


) AA859750 
>AA859757 


y,z,hh 
hh 




ESTs 

ESTs, Weakly similar to ERF_MOUSE ETS-domain 
transcription factor ERF [M.musculusl 


252 


22385 


► AA859805 


g.s.t 


collagen, type V, alpha 1 


collagen, type V, alpha 1 

ESTs, Moderately similar to LYO\_RAT Protein- 

lysine 6-oxidase precursor (Lysyl oxidase) 

[R.norvegicus] 


253 
254 
255 
256 


14213 
22630 
22739 
22773 


AA859827 
AA859848 
AA859877 
AA859885 


a,y,z,ee,ff 

gg 

h,|,I| 
c,r,bb 




ESTs, Moderately similar to URK1 MOUSE 
URIDINE KINASE (URIDINE 
MONOPHOSPHOKINASE) [M.musculusl 

ESTs 
ESTs 


257 
257 
258 

259 


15165 
15166 
22940 

18468 


AA859919 
AA859919 
AA859922 

AA859966 


it 

hh 
n,o 




ESTs 
ESTs 
ESTs 

ESTs, Moderately similar to I NP1JHUMAN Tumor 
necrosis factor, alpha-induced protein 1, endothelial 
(B1 2 protein) [H.sapiensl 


260 
261 


23336 
14206 


AA859981 
AA859994 


eeMkk 
a 


HHs:inositol(myo)-1(or4)- 
monophosphatase 2 


ESTs, Weakly similar to MYOP_RAT Myo-inositol- 
1(or 4)-monophosphatase (IMPase) (IMP) (inositol 
monophosphatase) (Lithium-sensitive myo-inositol 
monophosphatase A1) [Rnorveaicusl 
ESTs ' 4 


262 


23347 


AA860015 


aa.bb 




ESTs, Weakly similar to T50607 hypothetical 
protein DKFZp434l1016.1 - human (fragment) 
[H.sapiens] 


263 
264 


4222 
23585 


AA860024 
AA860029 


li.l.w.x 
aa 




ESTs, Highly similar to EF1G_MOUSE Elongation 
factor 1 -gamma (EF-1 -gamma) (eEF-1B gamma) 
!M. musculus] 


265 
266* 


13974 
15846 


AA860030 
4A866250 


n.o.w.x.ll 




ESTs 

Rattus norvegicus mRNA for class I beta-fuhniin 
complete cds 


267 


15884 i 


VK866276 < 


ttg.r 


i 


ESTs 

ESTs, Weakly similar to A60543 protein kinase (EC 
2.7.1.37), cAMP-dependent, catalytic chain - rat 
fragment) [R.norveg!cusl 


268 
268 


17217 J 
17218 > 


\A866299 i 
\A866299 


aj.k.wpc.y.zjj, 
ck 

5g.jJ.kk 


1 


ESTs 


270 
271 
272 
273 
274, 
2751 


1 f ( 41 f 

15935/ 
16607/ 
11865/ 
15980/ 
15990/ 
160011/ 


v\ooo302 c 
\A866345 \ 
UV866364 r 
W866383 c 
^A866426 s 
^A866439 t 
tA866452 ft 


' C 

;k 

l,ee,ff,kk 
,ii 

b,cc,dd ~\A 


[ 

khydroxyphenylpyruvic acid 
lioxygenase 1 

E 
E 
E 
E 

_E 

ctin, alpha, cardiac / 


ESTs 

-hydroxyphenylpyruvic acid dioxygenase 

:STs 
ESTs 
iSTs 
ESTs 

ESTs ~ 

tctin, alpha, cardiac 
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ITABLE1 



GLGC 



309 



9391 



16029 



_16030 
16070 



16074 



18563 



16082 



16084 



22781 
"161391 



15116 
16177 



288 17303 

289 16192 



301 



302 



303 



304 



16215 



16241 



15573 



16312 



16319 



16342 



1190 



16416 



16419 



4339 
15310 



t?enbanK r Acc t 
No:/ 

AA866460 



M866477 



M874803 



M874803 
AA874873 



AA874874 



AA874875 



AA874887 



AA874889 



AA874926 
AA874927 



AA874928 
AA874952 



AA874990 



AA874995 



AA874999 



Atty, Ref^44921^U90^1^WQ/?inKZft^" 



ModerQod#: r|j^6vm Gene Name; : 



Ubigenfe S^et^Clusfer title: 
JESTs, Weakly similar to T42737 gp330 protein 
precursor - rat [Rnorveoicus] 
tt> i s, Moderately similar to COXM JVIOUSE ' " 
Cytochrome c oxidase polypeptide Vllb, 
mitochondrial precursor f M.musrailngi ' 



,k 



ESTs, Moderately similar to 08061 62L protein ' 
URF5 [Mus musculusl [M.m usculusl 



cc,dd 



ESTs, Moderately similar to 08061 62L protein" 
URF5 [Mus museums ) fM.musculufi] 
I ESTs ~~ * ' 



£i5L 



ESTs, Highly similar to ADHX.RAT ALCOHOL 
DEHYDROGENASE CLASS IN (ALCOHOL 
DEHYDROGENASE 2) (GLUTATHIONE- 
DEPENDENT FORMALDEHYDE 
iHMnv^h iaha DEHYDROGENASE) (FDH) (FALDH) (ALCOHOL 

HM m.alcohol dehydrogenases DEHYDROGENASES) [Rnorvegicusl 



PES I s, Weakly similar to segregation of mitotic 

chromosomes b; SMC (segregation of mitotic 
chromosomes 1)-iike 1 (yeast) [Rattus norvegicus] 
[Rnorvegicusl 



Tests" 



hh_ 
cc.dd 



ESTs, Weakly similar to dual-specificity 
phosphatase [Mus musculusl r M.musmlnsi 
I ESTs " 



ESTs, Highly similar to SNX4_HUMAN Sorting" 
nexin 4 [H.sapiens] 

TestT 



»v,w,x 



,kk 



ESTs, Weakly similar to RIKEN cDNA 

6330407G11 [Mus musculusl rM.musnnhi.Ql 
ESTs " " ~~ — i ■ 



,i,n,o 



ESTs, Highly similar to protein translocation" 
complex beta; protein transport protein SEC61 beta 
(subunit [Homo r - i 



! [Homo sapiens] [Ksapiensl 



AA875019 



AA875023 



AA875032 



AA875047 



AA875060 



AA875089 



AA875098 



AA875102 



AA875121 



15311 



11857 



14285 



305 



15372 



18897 



AA875124 



AA875132 



l,m 
b,l,m 



ESTs, Highly similar to ZAP3J40USE Nuclear" 
protein ZAP3 [M.musculusl 



,k,p,q,bb,kk 



TestT 



Tests 



s,t,j),kk 
hh 



Calpastatin 



ESTs, Highly similar to TCPZ.MOUSE T-complex 
protein 1, zeta subunit (TCP-1-zeta) (CCT-zeta) 
I (CCT-zeta-1) [M.musc ulusl 

Tests ^ 



Calpastatin 



n,o 



ESTs, Highly similar to RIKbN cDNA 1 1 10002023 
I [Mus muse * 



CCAAT binding factor of CBF- 
Jj.kk Ic/NFY -C 



fcSTs, Highly similar to RUXEJ-IUMAN Small 

nuclear ribonucieoprotein E (snRNP-E) (Sm protein 
IE) (Sm-E) (SmE) [M.musculus] 



CCAAT binding factor of CBF-C/NFY-P, 



EST 

Test 



AA875194 
AA875205 



AA875207 



ESTs 



[Hemoglobin, beta 
-51- 



ESTs 

tSTs, Highly similar to IF39JHUMAN Eukaryotic " 
translation initiation factor 3 subunit 9 (elF^3 eta) 
(elF3p116)(elF3p110)[H.sapiens1 
Hemoglobin, beta 



WO 2004/063334 



PCT/US2004/000240 



306 



307 



307 



309 



310 



GLG&ID 
15384 



15887 AA875225 



15888 



15402 



15410 



15440 



No. 
AA875217 r 



AA875225 



AA875261 



AA875268 



AA875316 



Mpde hGode 
cc.dd 



e.gg 



djj.kk 



,kk 



Krigwh; GehgNanie 



GTP-binding protein (G-alpha- 



GTP-binding protein (G-a!pha- 

a 



Atty.Ref. 44921^0atM)1-WO/21o55 r 

Unlgerie'Seguen^ 
ESTs ~ ' ' ' 



GTP-binding protein (G-alpha-i2^ 



GTP-binding protein (G-alpha-l2) 
ESTs 



ESTs, Highly similar to NUKMJWMAN NADH- 
ubiquinone oxidoreductase 20 kDa subunit, 
mitochondrial precursor (Complex I-20KD) (Cl- 
20KD) (PSST subunit) [H .saplensl 
ESTs ' 



312 



15510 



AA875428 



n.o.s.t 



a,s,t,x,ee,ff,ll 



ESTs 



ESTs 



313 



15513 AA875431 



n,o 



ESTs, Weakly similar to synbindin; syndecan 
protein 2 [Mus muscu lus] [M.muscuiusl 
lighly similar to COP9 (constitutive 



316 



24470 



AA875523 



aa.bb 



316 



24471 



AA875523 



ESTs; „ , . „„ „.^ WIWUUU 

Dhotomorphogenic) homolog, subunit 7a 
(Arabidopsis thaliana); DNA segment, Chr 6, 
ERATO Doi 35, expressed; COP9 complex S7a; 
COP9 (constitutive photomorphogenic), subunit 7a 
(Arabidopsis) [Mus muscu lusl [M.musculus* 

ESTs ' 

ESTs, Highly similar to MLESJRAT Myosin light 
chain alkali, smooth-muscle isoform (MLC3SM) 

Rnorvegicus] 

ESTs, Highly similar to MLES_RAT Myosin light 
chain alkali, smooth-muscle isoform (MLC3SM) 

[R.norvegicusl 

ESTs, Highly similar to MLES_RAT Myosin light" 



316 24472 



AA875523 



317 



6153 



AA875531 



Rattus norvegicus 
mitochondriai genome. 
9/22Length = 16,3 



chain alkali, smooth-muscle isoform (MLC3SM) 
Rnorvegicus] 



Rattus norvegicus CDK1 10 mRNA, procollagen, 
type I, alpha 2 



15558 AA875537 



:S is, Highly similar to SFR2JWOUSE Splicing — 
factor, arginine/serine-rich 2 (Splicing factor SC35) 
(SC-35) (Splicing component, 35 kDa) (PR264 
3rotein) [M.muscuiusl 



hh 



15617 



AA875620 



319 



320 
321 



15618 



AA875620 



ee,ff,j],kk 



ESTs 



15629 
15638 



AA875629 
AA875633 



z,ee,ff 



ESTs 



o,ll 



ESTs 



ESTs 



gg 



ESTs 



322 



2846 



AA875639 



ESTs, Weakly similar to FAS_RAT FATTY ACID 
SYNTHASE [INCLUDES: EC 2.3.1.38; EC 2.3.1.39' 
EC 2.3.1.41; EC 11.1.100; EC 4.2.1.61; EC 
1.3.1.10; EC 3.1.2.14] [R.norveqicusl 



323 



15688 



AA875664 



aa 



324 t i5388|AA891032 



ESTs, Highly similar to mitochondria associated 
granulocyte macrophage CSF signaling molecule 
Mus musculus] [M.muscuiusl 



325! 
32J 



5384 



<7057 



AA891049 



11940 



18582 



AA891041 



JJitP'9*)Cigij5 k - UM n B proto-oncogene ~ 



nA531054 
AA891108 



AA891207 



P.q.y.ee,ff 



u,ee,ff 



J 



EST, Moderately similar to S37488 gene T10 
protein - mouse [M.fnusculusj 



un B proto-oncogene 

££ts, Hignly similar to PFD2JWOUSE Prefoiam 
subunit 2 [M.muscuiusl 



ESTs 



ESTs 



ESTs 
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TARI.C 
1 ACJLt 

SEQ ID 


A 

1 

• b.LGC JC 


jpenbank Acc, 

»no.:\, 




-v* - v mr "i- 
; .Knpwrj-.Gene Name •/ 1 


Atty. Ret, 44921-5090-01-WO/2105485 
: UhigeriejS^uen*^ /. 


33( 

331 


) 2481* 
2191/ 


IAA891209 
'AA891220 


n,o,w,x 
hj 




ESTs, Highly similar to interleukin 25; lymphocyte 
antigen 6 complex, locus E ligand [Mus musculus] 
[M.muscuius] 


332 
33c 
334 


> 2192c 
\ 16446 
\ 2193E 


IAA891302 
IAA891423 
1AA891439 


bj,m 
ii 




ESTs, Weakly similar to A53714 protein kinase (EC 

2.7.1.37) BL44 - human [H.saDiensl 

ESTs 1 


33£ 

336 
j 337 
336 
33S 
34C 
341 
342 
343 
344 


i 1378$ 

> 21951 
' 19238 
21905 
15414 
11949 
11950 
4447 
4448 
19321 


IAA891476 

AA891535 
AA891542 
AA891546 
AA891551 
M891580 
AA891595 
M891596 
AA891631 
M891666 


fl,kk 

cc,dd 

d 

s 

P 

e 

e 

e.aa.bb 

ee.ffjj.kk 

cc f dd 




ESTs 
ESTs 

ESTs, Highly similar to hippocampus abundant 
gene transcript 1 [Mus musculus] [M.musculusl 

ESTs 
ESTs 
ESTs 
ESTs 
ESTs 
ESTs 


345 
346 
347 
348 
349 
350 
351 

352 


11387 
4459 
17039 
23058 
17255 
11959 
17693 

6535 


M891677 

AA891721 

M891727 

AA891733 

AA891734 

AA891735 • 

AA891737 

AA891746 


h.1,11 
w,x 
aa 

a 1 m pp ff ii kk 

e,hh 

s 

u,v 
l,m 


melanoma antigen, family D, 1 


melanoma antigen, family D, 1 

ESTs 

ESTs 

ESTs 

ESTs 
ESTs 
ESTs 
ESTs 

ESTs, Highly similar to endothelial differentiation- 
related factor 1; hypothetical protein 1-9 [Mus 
musculus] [M.muscuius] 


353 
354 


18269 
9905 


AA891769 
AA891774 


e 

l,m 




ESTs, Weakly similar to SC65 synaptonemal 
implex protein [Rattus norvegicus] [R.norveqicus1 


355 


21672 


AA891789 


f,g 




ESTs, Highly similar to MRGXJ-iUMAN 
Transcription factor-like protein MRGX (MORF- 
related gene X protein) [H.sapiens] 


356 


11966 


AA891800 


hhjj.kk 




tSTs, Weakly similar to F22G12.5.p 
[Caenorhabditis elegans] [C.elegans], ESTs, 
Weakly similar to IPYRJ-IUMAN Inorganic 
pyrophosphatase (Pyrophosphate phospho- 
hydrolase) (PPase) [H.sapiensl 


I 356 
357 
358 


18128 
23083 
23011 


AA891800 
AA891802 | 
AA891803 


n,o 

cc,dd 

hh 




ESTs, Weakly similar to IPYFLHUMAN Inorganic 
pyrophosphatase (Pyrophosphate phospho- 
hydrolase) (PPase) [H.sapiensl 
ESTs 


359 
360 


7050 
16023 


AA891824 
M891872 


n,o 




ESTs 

Rattus norvegicus clone ZG52 mRNA sequence 
bS 1 s, Highly similar to NMTM_MoUSE NAD(P) 
iranshydrogenase, mitochondrial precursor 
Pyridine nucleotide transhydrogenase) 
[Nicotinamide nucleotide transhydrogenase) 
[M.muscuius] 


361 
362 
363 
364 


19319) 
1159) 
9826; 
4472 > 


^A891937 j 
\A891949 ! 
M891950 
M891962 


f 

<k 

tikk 

1 


I 
I 
I 


ESTs, Highly similar to S66254 dolichyl- 
sipnospnoongosaccnanae-protein glycotransrerase 
[EC 2.4.1 .119) 50K chain - human [H.saDiensl 
ESTs 1 " 
ESTs 
ESTs 
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TABLE 




■Juen^ankAcc, 


Model/C&ef- 


l^wnGfeneName:;^- . 


^Atty. ftef,44921-5fl90^WO/2105485 

j/fligg^ / -j; ; 'f; ; ' •■ • 


36* 
366 

nc- 


5 447, 
) 447< 


3AA891965 
IAA891969 


m 

b,l,m 




ESTs, Highly similar to fructosamine 3 kinase [Mus 

musculus] [M.musculusl 

ESTs 


OO i 

366 
36S 
37C 
371 


7 1737< 

1 1508; 
) 1734f 
) 1342C 
81 3< 


iAA891978 

'AA892010 
3AA892014 
) M892042 
JAA892094 


w.xjj.kk 

s,t 
hh 

d.tv.z 
ii 


HLA-B associated transcript 1A 


ESTs 

ESTs, Weakly similar to T22242 hypothetical 
protein F45G2.10 - Caenorhabditis elegans 
(C.elegans) 

HIA-B associated transcript 1A 

PQTc " " — 

CO I S 


372 
373 

374 
375 


23892 
1689< 

1201C 
11384 


>AA892120 
JAA892127 

)AA892137 
^AA892149 


s,t 

U V 

jj.kk 
c,w 




ESTs 
ESTs 
bo IS 

ESTs, Highly similar to open reading frame 12 [Mus 

musculus] [M.musculusl 

ESTs 


376 
377 


20917 
1735C 


'AA892238 
AA892240 


f,H 

l,m,ii 




ESTs 

ESTs, Weakly similar to 20081 09A set gene [Rattus 
norvegicus] [Rnorvegicus] 


378 
379 
380 


22903 
9073 
18190 


AA892250 
AA892273 
AA892280 


d * 
b 

a,s,t,w,x 




ESTs, Highly similar to SYKJHUMAN Lysyl-tRNA 
synthetase (Lysine-tRNA ligase) (LysRS) 

[H.sapiens] 

ESTs 


381 
382 


11982 
18209 


AA892284 
AA892318 


ii 

s.t 




ESTs 
ESTs 

ESTs, Highly similar to JC7219 nuclear protein SR- 
25 - mouse [M.musculusl 


383 
384 


13647 
15492 


AA892367 
AA892376 


w.x.cc.dd 
f 




ESTs, Highiy similar to RL3 RAT 60S RIBOSOMAL 
PROTEIN L3 (L4) [Rnorveqicusl 


385 


3473 


AA892378 


e 




ESTs 

ESTs, Weakly similar to F13B9.8.p [Caenortiabditis 
eiegans] [C.elegans] 


385 
386 


3474 
2832 


AA892378 
AA892388 


e.gg 
b u v 




ESTs, Weakly similar to F13B9.8.p [Caenorhabditis 
elegans] [C.elegans] 


387 


22868 
14754 


AA892391 
AA892414 


U,U,V 

ee.ff 

gg 




UU59 antigen 

ESTs, Weakly similar to TC17JWT Zinc finger | 
protein 354A (Transcription factor 17) (Renal 
transcription factor Kid-1) (Kidney, ischemia, and 
developmental^ regulated Drotein-1) [R.norveqicus] 


389 
390 


23194 
9254 


AA892417 
AA892470 


gg 

e 


ephrin A1 


ephrin A1 

ESTs, Highly similar to S03644 histone H2A.Z - riT 
Rnorvegicus] 


391 


11992 


AA892485 


f 


dihydrolipoamide 
acetyitransferase 


dihydrolipoamide acetyitransferase 


322 


1522 


AA892486 


c 




ESTs, Weakly similar to A36690 sucrose alpha- 
glucosidase (EC 3.2.1 .48) - rat (fragment) 
Rnorvegicus] 


33* 
394 


MS73 
14066 


AA892498 
AA892504 


,kk 
s,t,u 




ESTs, Weakly similar to CD63J3AT CD63 antigen 
[AD1 antigen) [Rnorveqicusl 





11994L 
23668 


4A892507 I 
W892520 \ 
<vA892520 \ 


ih 

/v,x 

v,x 


I 


ESTs 

=STs, Moderately similar to S63540 protein DS 1, 
24K- human [H.sapiens] 


397; 85991; 
i i 

3% 17468L 


*A892522 r 
\A892545 t 




f 
t 
E 
t 


ESTs 
ESTs 

uSTs, Moderately similar to organic cationic 
ransporter-like 2 [Mus musculus] [M.musculusl 
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TABLE 1 



SEQ ID; 



399 



400 



400 
401 



402 



402 
403 



404 



405 



405 



406 



407 



408 



410 



GLGfc'jD 



16507 



11202 



11203 



13574 



18274 



18275 



4512 



19085 



19086 



2119 



4517 



GerjBiank Ace, 
No. " 



M892547 



AA892554 



M892554 



AA892557 
AA892572 



AA892572 



AA892578 



15876 AA892582 



AA892598 



AA892598 



AA892607 



20065 AA892647 



12118 



AA892642 



AA892775 



Model Ifrxte: 
cc,dd 



hh 



,k,p,q 



9,w t x 



,k,y,z,ee,ff,kk 



c,d,r 



w,x 



KnQWff'Gene N 



ESTs, Highly similar to RIKENcDNA 11 10001 J03 
[Mus musculus] [M.musculus] 



germinal hlstone H4 gene 



a,n,x 



Lysozyme 



Atty. Ref:,44921^9041-WO/2T0 5^ 



Uhigene Seqferice^lO^r.tltie V . > : 
i ESTs, Highly similar to hypothetical protein 
CL25022 [Homo saplensl fH.sap lens) 



ESTs 



ESTs 



ESTs — — — 

ESTs, Highly similar to RIKEN cDNA 1 1 1 0001 J03 
[Mus musculus] [M.musculus] 



ESTs 



ESTs, Highly similar to RL8J-IUMAN 60S ribosomall 
protein L8 [R.norvepjcus] 



ESTs, Weakly similar to putative nucleotide binding 
xotein, estradiol-induced [Homo sapiens] 

Hsapiens] 

ESTs, Weakly similar to putative nucleotide bindingl 
protein, estradiol-induced [Homo sapiens] 
Hsapiens] 



ESTs 



ESTs 



j lerminal histone H4 gene 



ESTs 



Lysozyme 



411 



21972 AA892791 



ESTs, Highly similar to ERC1JVIOUSE DNA" 
EXCISION REPAIR PROTEIN ERCC-1 
[M.musculus] 



412 



11997AA892828 



f.h.l 



413 



7148 



AA892842 



414 



17923 



415 



415 



17589 AA892851 



17590 AA892851 



416 



22871 



417 



18888 



418 



1031 



419 



12848 



420 



24279AA892919 



421 



16482 



15956 



423 



19124 



424 



14360 



425 



12022 



426 



22423 



17731 
13323 



429 



JL 



AA892843 



P,q,s,t 



a,j,k 



AA892859 



AA892860 



99. 



AA892863 



AA892916 



s,t 



AA892940 



AA892942 



AA893022 



AA893043 



AA893105 



AA893164 



AA893194 
AA893212 
AA893217 



HMm:pyruvate dehydrogenase 
(lipoamide) beta 



ESTs, Highly similar to S15892 pyruvate 
dehydrogenase (lipoamide) (EC 1.2.4.1) beta chain - 
rat [R.norvegicus1 



nucleolar phosphoprotein p130 



ESTs, Weakly similar to CAZ3_RAT F-actin capping 
protein alphas subunit (CAP2 aipha-3) 

[R.norvegicus] 

ESTs, Moderately similar to hypothetical protein 
FU20917 [Homo sapiens] fH.sapiens] 



ESTs 



ESTs, Weakly similar to PL01_RAT Procollagen- 
lysine,2-oxoglutarate 5-dioxygenase 1 precursor 
(Lysyl hydroxylase 1) (LH1) fR.norvegicus] 



ESTs 



u.v.ii 



m 



ESTs, Weakly similar to JC7260 strictosidine" 
synthase (EC 4.3.3.2) homolog 2 - fruit fly 
(Drosophila melanogaster) [D.melanogasterl 
nucleolar phosphoprotein p130 



ESTs, Weakly similar to EF2.RAT Elongation factor 
2 (EF-2) fR.norvegicus] 1 



ESTs 



ts rs, Weakly similar to GSHH_RAT Phospholipid" 
hydroperoxide glutathione peroxidase, 
mitochondrial precursor (PHGPx) (GPX-4) 
[R.norvegicus) 



ESTs 
"ESTs 



bSIs 



ESTs, Moderately similar to hypothetical protein 
MGC10974 [Homo sapie ns] [H.saplens] 
ESTs ^ 



ESTs 
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TABLE 

SEQ-fb 


1 

GLGCI 


^enbankAcc 


, ModbtepdeV. ;|l^oWnfGene jjanfe;* ; 


Muy. ivwiyH^fa^ i-tH>yu-01 -WO/21 U54H5 " 
ij^riigefief Se^uen^ Glbister Title' ' / " ' ^ 


43 


0 387 


9 AA893237 


e I 


ESTs, Moderately similar to hypothetical protein 
_ MBC3205 [Homo sapiens] [H.sapiensj 


43 


1 2098 


5 AA893242 


II 


fatty acid Coenzyme A ligase, 
long chain 2 


fatty acid Coenzyme A lipase, long chain 2 


43 
43 


1 2098 

2 1775 


6 AA893242 
2 AA893244 


II 

ii 


[fatty acid Coenzyme A ligase, 
long chain 2 


fatty acid Coenzyme A liaase. lonq chain 9 


43, 


3 2165 


2AA893267 


u,v 




ESTs 

ESTs, Vveawy similar to S46992 protein p130 - rat 
[R.norveglcus1 


4* 


\ 16161 


3AA893280 


a.y.z 




ESTs, Moderately similar to ADFP MOUSE 
ADIPOPHILIN (ADIPOSE DIFFERENTIATION- 
RELATED PROTEIN) (ADRP) [M.musculusl 


43( 


> 1193! 


5 AA893328 


99 




ESTs, ivioaerately similar to C54354 calnexin 
precursor - rat [Rnorveaicus] 


436 
437 


) 2235J 
908; 


i AA893338 
>AA893357 


b,u,v 
99 




Rattus norvegicus hypothetical RNA binding protein 
RDA288 mRNA, complete cds 1 


436 


I 18542 


IAA893493 


9 




ESTs 1 

ESTs, Highly similar to RL26_RAT 60S 
RIBOSOMAL PROTEIN L26 rRnorvegicus] 1 


439 
440 
441 


2689 
22891 
22149 


AA893515 
AA893581 
AA893607 


II 
f 

s,t 




tSTs, Highly similar to translocation protein 1 ; 
Dtrpl protein; membrane protein SEC62, I 
S.cerevisiae, homolog of [Homo sapiens] 
Rsapiens] I 

ESTs " 

ESTs 


441 
442 

440 

444 


22150 
4541 

19505 
3623 


AA893607 
AA893612 

AA893634 
AA893663 


bj.m 
e 

r.ii 
,kk 




ESTs 1 

ESTs — . 

ESTs, Moderately similar to coatomer protein 
complex, subunit zeta 1 ; nondathrin coat protein | 
zeta1-COP [Mus muscuiusj fM.musculus] j 


445 

446 
447 
448 


4544 

19411 
9084 
22731 


AA893664 

AA893667 
AA893717 
AA893743 


h,l 

cc.dd ! 
d ] 

to 


TEMO 


TEMO 

ESTs, Weakly similar to T46904 hypothetical 
protein DKFZp761D081.1 - human rksaDtensl I 
ESTs 


449 

450 
451 
452 


4556 

12031 
17896 
3446 


AA893811 

AA893860- 
AA893905 
AA893970 


aa f bb | 

\ r 

1,aa,bb j 


HHs;threonyi-tRNA synthetase 


ESTs | 

ESTs ] 

fcSTs, Moderately similar to S Y TCJHUMAN 
ThreonyMRNA synthetase, cytoplasmic (Threonine-] 
tRNA ligase) (ThrRS) FH.sapiensl 

ESTs 

ESTs ■ 1 


I 453 
454 

455 
456 
456 


22145 
4565 i 

23731 > 
22583 > 
22584/ 


AA893980 i 
M893994 I 

\A894004 I 
\A894009 t 
\A894009 i 


i 1 

n o kk II ! 
>,l,m 

la.bbji j 


1 
i 
I 

E 


ESTs 1 

EST | 
=STs, Highly similar to CAPG J/IOUSE 
Macrophage capping protein (Myc basic motif j 
iomo!og-1 ) (Actin-capping protein GCAP39) 
M.musculusl | 

ESTs j 


457 
458 

459 
460 _ 


10540 > 
15913/ 

16485/ 
9388/ 


\A894027 r 
\A894092 n 

^A894104 [f 
tA894173 c 


,o 
,kk 


E 
E 

F 
[ 


ESTs " 1 

:5Ts, Weakly similar to T20253 hypothetical 
irotein F53E4.1 - Caenorhabditis elegans 
C.eiegansJ 


461 _ 


164341A 


A894174 |h 


,\ L 


. E 

E 
fl 

[f 


:STs ' 

STs, Highly similar to A31568 electron transfer 
avoprotein alpha chain precursor - rat 
R.norvegicusl 
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TABLE 1 

SEQUD 
462 



463 



464 



465 



466 



467 



468 



469 



470 



471 



glgc;i& 

21989 



2133 



24473 



22783 



enBanKAcc, 
AA894188 



AA894193 



AA894200 



M894207 



3929AA894233 



17336 



3910 



4107 



24329 



AA894297 



AA894345 



M899109 



AA899253 



22490 AA899289 



Mode l;:Cbde; 
cc,dd 



j,k,s,t 



Uk,r,gg 



aa.bb 



(jpioyyirG^ 



Myristoylated alanine-rich 
protein kinase C substrate 



Atty. Ref.44921-5Q90^1-WO/2T osZftfi" 

Unjigehefo^ ,: 
ESTs 



ESTs 



ESTs, Highly similar to MLES_RAT Myosin light"" 
chain alkali, smooth-muscle isoform (MLC3SM) 

[R.norvegicus] 
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mitochondrial genome. 
9/22Length = 16,3 I 


Rattus norveaicus CDKi 1 n mRM a 


1120 


3905 


AI103403 


a 


polypynmidine tract binding ~ — 

^ ■ poiypynmidine tract binding protein 1 


1121 


15841 


AI103465 


t 


ESTs, Moderately similar to RP29_HUMAN 
■ Ribonudease P protein subunit p29 [H.saoiensl 


1122 


4873 


AI103531 


l.m.ee.ff 


1 ESTs, Highly similar to toll-associated serine 
protease [Mus musculus] [M.musculusl j 


1123 
1124 


7528 
21579 


AH 03548 
AI103572 


r 

P.q 


ESTs, Moderately similar to T24634 hypothetical 
protein T07C4.10b - Caenorhabditis eiegans 

[C.elegans] 

ESTs | 


1125 

•HOG 


15942 

17762 


AI103738 

A 1 A Aonr j 

Al 103854 


h,l 
c 


ESTs 

ESTs, Highly similar to S37488 gene T10 protein - 
mouse [M.musculus] 


1127 
1128 


4402 
11516 


AI103874 
AI103962 


r 

dd 


ts l s, Weakly similar to FkB1 RAT FK506- — 
BINDING PROTEIN (FKBP-12) (PEPTIDYL- 
PROLYL CIS-TRANS ISOMERASE) (PPIASE) 
(ROTAMASE) (IMMUNOPHILIN FKBP12) | 
[Rnorvegicus] 


1130 


Tb13b / 
26213 i 


A 1 A Annnn 

^1103983 
M104113 


P,q 


I ESTs I 

unKnown Glu-Pro dipeptide I ~ ~ — 

repeat protein unknown Glu-Pro dioeDtlde reoeat prntpin f 


1131 
1132 
1133 
1134 


21927/ 
8458/ 
3527/ 

11522^ 


M104117 \ 
M104239 
M104278 
M104303 


1,0 


Rattus norvegicus LiM-domain protein LMP-1 
mRNA, complete cds 

~~ ESTs " 

ESTs ] 


1135 
1136 

1137 


15416/ 
2856/ 

18831 / 


U104340 

U1 04349 c 

VI104357 t 


i 1 
I 

ib 


ESTs 1 

ESTs " 1 

ESTs — 

ESTs, Highly similar to AC1 BJHUMAN Actin, 
r-r-i . . cytoplasmic 1 (Beta-actin) fR.norvfiqirjD.qi 


1138 


23574/ 


d1 04520 h 


C 

h \ 


Cytochrome c oxidase subunit u 

' la ( liver ) Cytochrome c oxidase subunit Via (liver) 


1139 
1140 
1141 
1142 
1143 


18509 A 
4782 A 

11680 A 
4626 A 

14464U 


1104528 h 
1104570 r 
1104605 
1104744 
1104848 k 


h 

kk 
k,l,m 

k 1. 


tSTs, Weakly similar to NADH dehydrogenase " 
(ubiquinone) 1 beta subcomplex, 6 (17kD, B17) 

. IfHomo sapiens] (H.sapiensl 

ESTs ' - 

IsTT ' 

ESTs 
lESTs 



WO 2004/063334 



PCT/US2004/000240 



1146 



1147 



1148 



1152 



24375 



21361 



&enBank 

Nop 

AM04907 
AI104908 



AI104979 



AI1Q5044 



1154 



1155 



1156 



1158 



1159 



12887 



14434 



1161 



2296 



AI105435 
AI105444 



AH 11401 hh 



TEMO 



HHs:glutaryi-Coenzyme A 
dehydrogenase 



A11 11960 le.kk 



AM 12095 hh 



A1112291 



|w,x 



AH 13008 l.k.n.o 



TEMO 

,1stT 

^.s t Moaerately similar to E BlslAl binding protein 
2; nucleolar protein p40; homolog of yeast EBNA1 
binding protein; nuclear FGF3 binding protein; 
EBNA1-binding protein 2 [Homo sapiens] 

[H.saplensl 

Kattus norvegicus 250 kDa estrous-specific protein 



:S i s, Highly similar to GCDHJ/IOUSE GIutaryL 
CoA dehydrogenase, mitochondrial precursor 
[GCD) [M.muscu lusl 
lESTs 



multiple inositol poiypnosphate histidine 
Phosphatase 1 



=s i s, Highly similar to JC5556 adhalin - mouse ' 
M.musculusl 



bSTs, Weakly similar to T46612 multi PDZ domain 
protein 1 - rat [R.norvegicus1 




ts I s, Highly similar to SAP3.MOUSE Ganglioside' 
GM2 activator precursor (GM2-AP) (Cerebroside 
sulfate activator protein) (Shingoiipid activator 

protein 3) (SAP-3) [M.musculusl 

ESTs, Weakly similar to vitronectin [Rattus 



1169 



1170 



1171 



13082 A1136848 



t3Q9GAH36977 
AI137114 



12878 



nu\ rorv'f 



11731 13291 



An37i3l 



ts l s, Weakly similar to T34013 hypothetical ' 
protein Y4C6B.5 - Caenorhabditis elegans 
C.elegans] 



cc,dd 



n f o 



ee.ff 




ts I s, Moderately similar to S219/6 probable RNA" 
directed DNA polymerase (EC 2.7.7,49) (done 
MH2C) - rat retrotransposon L1 (fragment) 
[R.norvegicus| 



fcSTs, Weakly similar to ZF37_RAT Zinc finger 
nrotein 37 (Zfp-37) [^norvegicus] 
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TABLE 

SEQ.ID 


1 

• y ,i « 

GLGC. : I[ 


jienbankAcc 


■' Wpdel.CoWe : ".; 


i KnoWn)Gen||^e" ; 


Atty. Ref. 44921-509(W1-WO/2105485 

It f •< yLj*+ y.y r , . - 

} Unjge'ne Sequenc^iafe^itle \|V- : 6 ; . ' : . 


117, 


5 916 


3 AH 37406 


kk 




ESTs, Moderately similar to A55945 endothelial ceil 
protein C receptor precursor - mouse fM.musculusl 


1171 


3 11231 


3 AM 37410 


ee.ff 




b& 1 s, ivioaerately similar to hypothetical protein 
FU12888 [Homo sapiens! rH.sapiensl 


1171 


' 71Z 


>AI137468 


gg 




ESTs, Weakly similar to GPV RAT PlatPlPt 
glycoprotein V precursor (GPV) (CD42D) 
[R-norvegicusI 


117f 


1 1894C 


JAM 37495 


A 
u 




ESTs, Highly similar to H2A1_RAT Histone H2A.1 
[R,norvegicusl 


117$ 
118C 


) 17402 
) 663£ 


IAI137553 
1 AM 37579 


ee.ff 
bb 


Transforming growth factor beta 
stimulated clone 22 


Transforming growth factor beta stimulatPri rJnno 99 


1181 


7414 


AH 37586 


a 




ESTs 

ESTs, Highly similar to IMB3_HUMAN Importin beta 
3 subunit (KaryoDherin beta-3 snhnnirt fRan hinrti™ 

v wijv^iviui »->v>ia "x» ouuuilll^ ^r\dll-uinQinQ 

protein 5) [H.sapiens] 


1182 
1183 
1184 


12654 
13227 
12356 


AI137864 
AI1 37925 
AH 37931 


cc,dd 
hh 
I m 




tb I s, Highly similar to MG15J-IUMAN 
Transcription factor-like protein MRG15 (MORF- 
related gene 15 protein) (MSL3-1 protein) (Protein 
HSPCQ08/HSPC061) [H.sapiensj 


1185 

1186 
1187 
| 1188 
1189 


23687 

14524 
11372 
13161 
13181 


AI137958 

AM 37974 
AM 37995 
AH 38093 
AI144948 


g 

d 

c 

r 




ESTs 
ESTs 

ESTs, Highly similar to 157019 H3 histone - rat 

[R.norvegicus| ' 

ESTs 

ESTs 

ESTs 


! 1190 
1191 
1192 

1193 
1194 
! 1195 


6364 
14458 
13786 

18206 
5732 
13375 


AH45058 
AH 45095 
AI145106 

AI145282 
AI145362 
AI145454 


on 

yy 
kk 
hh 

ajj.kk 

II j 
cc.dd 




ESTs 
ESTs 
ESTs 

ESTs, Weakiy similar to NUCLJRAT Nucleolin 

(Protein C23) fR.norveqicusl 

ESTs 

ESTs 


1196 
1197 

1198 
1199 


11331 
23631 

8339 
5531 


AI145556 
AI145650 

AI145761 
AI145859 


t 

,k 

w,x 

■ 

i 




ESTs 
ESTs 

ESTs, Weakiy similar to T21659 hypothetical 
protein F32D8.4 - Caenorhabditis elegans 
[C.elegans] 


1200 


11337 i 


AI145968 


,m 




ESTs 

ESTs, Highly similar to RB6KJ/IOUSE Rabkinesin- 
8 (RAB6-interacting kinesin-like protein) (Kinesin- 
ike protein 174) [M.musculusl 


1201 


11346; 


M145991 


,kk 




ESTs, Highly similar to T46266 hypothetical protein 
3KFZp761A179.1 - human (fragment) [H.sapiensl 


1202 


11363/ 


\\ 145997 f 


in 


I 


iSTs, Moderately similar to 2206377B MHR23B 
}ene [Mus musculus] [M.musculus] 


1203 


18472 > 


M168975 


,k 




=STs, Weakly similar to Yeast hypothetical 52.9 
<D protein like (Caenorhabditis plpnanoi 
C.elegans] 


1203 


18473/ 


VI168975 


k,kk,II 


\ 
\ 


:STs, Weakly similar to Yeast hypothetical 52.9 
CD protein like [Caenorhabditis elegans] 
c.eiegansj 


1204 


21523/ 


U169104 e 


i 


E 
F 


:STs, Highly similar to A26774 platelet factor 4 
recursdr - rat [R.norvegicus] 
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SEQID 



1205 



1206 



1207 



1208 



1209 



1210 
1211 



1212 



1213 
1214 



1215 



1216 



1217 



1218 



1215- 



GUGG ID 



17914 



sienbank/\cc. 

no. 



23152 



12979 



AI169177 



2607 



22661 



149 



13240 



14525 



AI169159 



AM 69170 



AM 69211 



AI169265 
AM 69272 



Model Code ;' 



hh 



a>P>q.y,z 



AI169311 



11550 
4480 



6888 



AH 69615 



23110 

24146 
21660 



AI169512 
AI169591 



1220 



1221 



12221 



1223 



1224 



8C4 



13427 



21185 



21254 



6969 



22942 



AM 69640 

AI169668 
AI169751 



AI1 69756 



AM 69993 
AI170056 



AI170059 



AI170244 



AI170251 



3547 



1226 



1227 



1221 



3486 



2729 



5297 



1229! 22707 



AI170379 



1230| 16916 



1231| 18744 



12321 11585 



AI170279 



AI170313 



AH 70363 



AI1 70384 



AM 70406 



m 

cc t dd 



l.k 



hh 



s,t 



a f kk 



aa.bb 



hh 



aa ( bb 



HMmiATPase, H+ transporting, 
lysosomal 31kDa t V1 subunit E 



HHs:eukaryotic translation 
initiation factor 4A, isoform2 



Atty. Ret 44921^090^1>WO/21OM5r 



p/nigene.^ 

tSTs, Moderately similar to VATEJVIOUSE ' 
Vacuolar ATP synthase subunit E (V-ATPase E 
subunit) (Vacuolar proton pump E subunit) (V- 



AlPase, H+ transporting, 
lysosomal (vacuolar proton 
pump), subunit 1 



vesicle-associated membrane 
protein, associated protein A (33 
kDa) 



ES l s, Highly similar to S00985 translation initiation i 
factor elF-4A II - mouse rM.musculus] 
ESTs, Highly similar to S33363 gly96 protein T 

mouse [M.musculusl 

ES l s, Highly similar to A47318 RNA-binding protein 



Raly - mouse [M.muscuius] 



ATPase, H+ transporting, lysosomal (vacuolar 
proton pump), subu nit 1 
ESTs 



ESTs 



ESTs _____ 
bSTs, Highly similar to S57447 HPBRII-7 protein - " 
human [H.s- ' 
ESTs 



vesicle-associated membrane protein, associated 
protein A (33 kDa) 



ESTs, Highly similar to chromosome 11 
hypothetical protein ORF3 [Homo sapiens] 
'M.saoiensJ 

ESTs, Weakly similar to ATP-binding cassette, sub 
family F, member 2 [Homo sapiens] [H.sapiensl 
Rattus norvegicus interferon-inducible protein 
variant 10 mRNA. co mplete cds 

CPTa ti:-ui.. .. . ~ 



ESTs, Highly similar to G33_RAT GENE 33 
POLYPEPTIDE IRnoivegteusI 



ESTs 



99 



LM.ee.ff 



AM 70407 



AM70502 



12341 16689 



1235| 2534 



AM70561 
AM70632 



, — I 
i2oo[ 



i^o/ 1 iooo5 



1238: 3973 



;AI170525 



AI170663 
Ail 70676 



hj 



d.kk 



cc,dd 



aa,bb,ii 



cc,dd 



AI170687 



■ rA, 69821AI1 70793 



hh 



kk 



HMm:glycogen synthase 3, 
brain 



HHsrsterol regulator/ element 
binding transcription factor 2 



ESTs 
ESTs 



ESTs, Moderately similar to g1-related zinc finger 
protein [Mus musculus] [M.muscuius] 



ESTs 

ESTs, Weakly similar to S54303 zinc transport 
protein ZnT-1 - rat f R.norveninns] 



ESTs 



ESTs 
ISTs" 



ESTs 



ESTs 



hSTs, Weakly similar to A35362 UDPglucose- " i 
glycogen glucosyltransferase (EC 2.4.1.11), hepatic 
- rat [R.norvegicus] ' 



ESTs 



ESTs 



ESTs 



tSTs, Weakly similar to A48085 transcription factor 
ADD1 - rat [R.no rvegicus] 1 
ESTS ' ■ 



ESTs 

ES i s, Weakly similar to DCC_MOUSE TumoT 
suppressor protein DCC precursor [M.musculusl 
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TABLE 

SEQijC 


1 

: GLGG.j 


IvienbanKAce 


iviuucr yuuc, . 




Atty. Ret 44921-5090^l-wn/9in^ . 
,,. Unigejr)e;;S i equen^,ClusterT^e .. 


124 


0 2128 


4AI170842 


hh 




ESTs, Weakly similar to A57291 cytokine inducible" 
nuclear protein C193 - human fH.sapiens] 


124 
124 
124 


1 1269 

2 701 

3 1370 


5AI170948 

i r\\l 1 JU la 

2AI171064 


q 

aa,bb 
n,o 




1 s, ivioaerately similar to A67641 G protein- 
_ coupled receptor 4 - human rH.saDiensl 
ESTs - 1 ^ H 


124 

124, 
1241 


4 2203 

5 1778 
3 2177 


3AI171165 

3AI171206 
1 AI171209 


aa.bb 

ee.ff 
n,o 




ESTs ~ 

~ PCT<5 " ' 

ESTs, Weakly similar to 21 18320A 
neuroaegeneration-associated protein 1 [Rattus I 
norvegicus] fR.norveqicusl 


124] 


? 595: 


3AI171231 


kt 


amino acid transporter system 
A2 


ESTs - 1 — -J 

amino acid transporter system A2 


124* 


i 2243^ 


> AM 71 263 


a,z 




ESTs, Highly similar to S38342 tibrillarin - mouse 
[M.musculus] 


124S 


11426 


AM 71 305 


ajj.kk 




ESTs, Moderately similar to PTN3_HUMAN Protein 
tyrosine phosphatase, non-receptor type 3 (Protein- 
tyrosine phosphatase H1) (PTP-H1) [H.sapiens| 


1250 
i 1251 


14960 
14117 


AI171319 
AM 71 350 


w,x ' 
e,P>q 


guanine nucleotide binding 
protein (G protein), beta 
polypeptide 2-Iike 1 


ESTs, Highly similar to SWI/SNF related, matrix j 
d&bociaiea, actin dependent regulator of chromatin, 
subfamily b, member 1; integrase interactor 1 [Mus 
muscuiusj IM.musculus], guanine nucleotide 
binding protein (G protein), beta polypeptide ?-iikP 1 


1252 


18047 


AI171359 I 


bb 




ESTs 

ESTs, Weakly similar to DnaJ-like protein [Rattus 
norvegicus] fR.norveqicusl 


1253 


16599 


AI171366 ! 


ee.ff.jj.kk 




ESTs, Weakly similar to S37583 RING finger 
protein rfp - mouse (fragment) [M.musculus] I 


1254 


22958 


AI171374 


P.q>t 




ESTs, Moderately similar to MEA6.HUMAN 
Meningioma-expressed antigen 6/1 1 (MEA6) « 
(MEA11) [H.saoiensl % f I 


1255 
1256 
1257 
1258 


17529 
13453, 
17220 i 
11761/ 


AI171460 I 
M171518 i 
M171521 k 
M171526 c 


U 
J 




1 s » vveaKiy similar to HCD2_RAT 3-hydroxyacyl- 
CoA dehydrogenase type II (Type 11 HADH) 
Endoplasmic reticulum-associated amyioid beta- 
peptide binding protein) [R.norvegicus1 

ESTs ~ " 

ESTs " 


1260 
1261 

1263 
1264 


6667/ 
2795 > 

i ioyo / 
15449/ 
4420/ 


^ll/loU/ jt 
M171646 c 
\I171655 ft 

III 

Ml H 774 l(l 

U171799 ffi 
U171916 a 


19 

,kk 
,kk 
,z 


I 
1 
I 

1 
E 


ESTs ~~ " 

ESTs — 1 
ESTs 

=STs, Weakly similar to TMODJVIOUSE 
'ropomodulin [M.musculus! 


1265 

1266 
1267 


24220 / 

22239/ 
6645/ 


U171978 r 

J171982 e 
J1 71 998 HI 




E 
E 
E 
n 


ESTs 

ESTs 

:STs, Moderately similar to 148672 p8 MTCP-1 - 
louse [M.musculusl 


1268 
1269 
1270 
I 1271, 


1506 A 
19012 A 

9538 A 
12367.A 


1172051 n 
1172056 
1172097 Ki 
1172126 | gi 


! 

q.gg i 

ti s h 


E 
E 

- P 

E 

eat snock transcription factor 1 h 
E 


STs 

.STs, Highly similar to A29440 signal recognition! 
article receptor - human [H.sapiensl 1 

srs I 

eat shock transcription factor 1 

STs 



-79- 



WO 2004/063334 



PCT/US2004/000240 



TABLE 

SEQJD 


1; : 
iGLGplt 


) No., 


j MpdefQocieL 


; Known Ge^Naitie v- 


Atty. Ref, 44921-5G90-01-WO/21 05485 • 


127 
I 127 
127 


2 1629 

3 697 
* 2370 


3AI172183 
4 A1172263 
3 Al 172265 


c 

d,r 

cc,dd 




' ESTs, Weakly similar to RTN1_RAT Reticulon 1 — 
(Neuroendocrine-specific protein) (S-rex) 
[R.norvegicus] 

~ ESTs 


127, 

127* 
1271 


5 2331: 

3 214( 
T 24261 


3 AI172271 

) AI172272 
3AI172281 


r 

hh 
9 




ESTs — 

ESTs 

ESTs, Weaklv similar tn AwnnA *ra«e^rj«««« 

w,u i ,,gan, j animal iu moouu** iranscription 

elongation factor S-ll - rat Rnorveainns] 


\ 127* 
128C 


I 1281 

) 427c 
) 11702 


^AI172299 

JAI172304 
! AI172305 


kk 

e 
e 


HMm:interleukin 2 receptor, 
gamma chain 


ESTs 

ESTs, Highly similar to I49280 interleukin-2 receptor 
gamma chain precursor - mouse [M.musculusl 


1281 
1282 
1283 


13266 
2339C 
12117 


IAI172326 
I AH 72328 
AI1 72352 


j.k.ii 
e 

hhjj.kk 


RNA binding protein p45AUF1 


ESTs I 

ESTs H 

RNA binding protein p45AUF1 I 


1284 
1285 


2420S 
2208 


AI1 72423 
AI172472 


a.h.lAhh 
cc,dd 




ESTs 

ESTs -| 

ESTs, Weakly similar to HCCA2 protein [Homo 
sapiens] [H.sapiens1 


1286 
1287 
1288 


17291 
12043 
13070 


AI172491 
AI172567 
AI1 72569 


99 
ii 

h,l 




ESTs, Weakly similar to A54/56 isocitrate 
dehydrogenase (NADP+) (EC 1 .1 A .42), cytosoiic - 

rat [R.norvegicusl I 

ESTs 1 
EST 


1289 
1290 

1291 


11897 
11173 

7740 


AI172598 
AI175005 

AI175011 


jj.kk 
r 

r,hh 




ESTs 

ESTs j 

ESTs, Moderately similar to COF1 rat popii in I 
NON-MUSCLE ISOFORM [Rnorvegicus] ~ ' [ 


1292 
1293 


17679 
8053 


AI175025 
AI175033 


hh 
P,q 




ESTs, Moderately similar to WS3 HUMAN WS-3 
PROTEIN [H.sapiensl 


1294 
1295 


2331 
3982 


AI175045 
AI175100 


j,k,p,q l ee i ff ) jj ( k 
k 

h.l.kkjl 




ESTs 1 

ESTs 


1296 


19118 


AI175281 


hh 


Guanidinoacetate 
methyltransferase 


ESTs 1 

Guanidinoacetate methyltransferase 


1297 
1298 


21252 
2448 


AI175328 
AM 75348 


n,o 
j.kk 




ESTs, Weakly similar to S08464 T-cell allnanf inpn 1 
RT6.1 - rat fR.norvegicusl 

ESTs 1 


1299 

1300 
1301 


13460 

4445 i 
13353; 


AH 75375 

M175466 
M175508 j 


a.y.z.ee.ff.kk 
* 

,k 




ESTs J 

ESTs, Weakly similar to RASH RAT 
TRANSFORMING PROTEIN P21/H-RAS-1 (C-H- 
RAS) [R.norvegicusl 


1302 
1303 ~ 


18507/ 
9979/ 


M1 75551 I 
W 175594 i 


i.i.w.x.kk 


I 

1 


ESTs " ~ ■ — — 

-STs, Highly similar to EF1 B JWOUSE Elongation 
actor 1-beta (EF-1-beta) [M.musculusl 


1304 
1305 


2261 y 
15984/ 


KJ175619 i 
U175777 i 


k 7 


( 
1 


zSTs H 
=STs, Weakly similar to A53237 l(3)S1 2 protein - 
ruit fly (Drosophila melanogaster) (fragment) 
D.melanogaster] ■ ■ ~ j 


1306 


19004/ 


U175875 £ 


ia,bb 


F 

F 


ESTs 1 

tettus norvegicus Sprague-Dawley iipid-binding \ 
)rotein mRNA, complete cds j 


1205 
1307 
1308 


19005/ 
21755/ 
4074/ 


d175875 ii 
J 175977 t 
J175990 a 


* L 


F 

£ 

E 

E 


tettus norvegicus Sprague-Dawley Iipid-binding 

rotein mRNA, complete cds 

!STs 1 

:sts 1 
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TABLE 1; 

1309 



1310 



1311 



1312 



1313 



1314 



1315 



1316 



1317 



1318 



1319 



1320 



1321 



1322 



1323 



1324 



1325 



1326 



1327 



GLGC|D 
22451 



2046 



22311 



12298 



5876 



4585 



17223 



18581 



6782 



10182 



22765 



^enaankAcc, 

No. 

AI1 75992 



AI1 76004 



Model jCbcJe- 



f.9 



AI176007 



Al 176055 



AI176117 



AI176121 



AI176130 



AI176140 



AI176160 
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WO 2004/063334 

PCT/US2004/000240 



Itable 

m 

172 
172 


1 

>• Gkdc: j 

3 45 

4 1713 

5 1074 


tienBank Acc 
Pq, 
7 M60666 
0 M62992 
3 M64780 


Model Code - 

aa 
l,m 
r.jj.kk 


; Known per)gName'-.;f 
Tropomyosin 1 (alpha) 

Agrin 


Atty. Ref. 4492U0904I-WO/2105485 1 

- ypig'ene gequenb ; 0lciuster title - > ' • ! 
Tropomyosin 1 (alpha) 


172 
1721 


5 1074 
3 573, 


4 M64780 
3 M81855 


f 
d 


Agrin 

ATP-bindlng cassette, sub- 
family B (MDR/TAP), member 1 
(P-glycoprotein/muItidrug 
resistance 1) 


Agrin 
Agrin 

ATP-binding cassette, sub-family B (MDR/TAP), 
member 1 (P-glycoprotein/multidruq resistance 1 ) 


172] 
I 172c 


r 2188: 

3 376: 


I M83740 
I M86341 


l,m 
s.t 


dimerization cofactorof 
hepatocyte nuclear factor-1- 
alpha 

ADP-ribosylarginine hydrolase 




I 1725 
I 173C 


) 13481 
) 2547C 


) M91599 
) M95791 


cc,dd 
e,aa,bb 


Fibroblast growth factor recepto 
4 


ADP-ribosylarginine hydrolase | 
• ESTs, Highly similar to JC1450 fibroblast growth 
factor receptor 4 - rat [R.norvegicus| 


1731 


17991 


M96626 


cc.dd.gg 


ATPase, Ca-w- transporting, 
plasma membrane 3 


ATPase, Ca++ transporting, plasma membrane 3 


! 1732 


23696 


NM_012489 


I 


Rattus norvegicus acetyl-CoA 
acyltransferase, 3-oxo acyl- 
CoAthiolase A (Acaa), mRNA. 
11/22Lenqth = 1619 


Acetyl-CoA acyltransferase, 3-oxo acyl-CoA 
inioiase a i , peroxisomal 


1733 


15511 


NMJJ12498 


ii 


kattus norvegicus Aldehyde 
reductase 1 (low Km aldose 
reductase) (5.8 kb PstI 
fragment, probably the 
functional gene) (Aldrl), mRNA. 
11/22Length = 1339 


Aldehyde reductase 1 (low Km aldose reductase) 
(5.8 kb PstI fragment, probably the functional qene) 


1734 


583 


NML012505.. 


h.l 


Rattus norvegicus ATPase, 
Na+K+ transporting, alpha 
2(Atp1a2), mRNA. 11/22Length 
= 519 


ATPase, Na+K+ transporting, alpha 2 polypeptide 


1735 


1745 


NM_012513 


PAH 


Rattus norvegicus Brain derived 
neurotrophic factor • 
(Bdnf),mRNA. 4/22Length = 185 


Brain derived neurotrophic factor 


I 1736 


20518 


NMJ312518 


n.o.r 


Rattus norvegicus Calmodulin 
III (Calm3). mRNA 11/21 pnnih 
= 691 


Calmodulin III 


1737 


25365 


NM.012519 


J,v,l! 


Rattus norvegicus 
Ca+4/calmodulin-dependent 
jrotein kinase 2delta subunit 
Camk2d). mRNA 11/22Lpnn»h 
= 5637 


oa-wfcalmoduiin-dependent protein kinase 11, delta 
subunit 1 


1737 


2735 I 


\IM_012519 r 


I 


kattus norvegicus 
3a+4/calmodulin-dependent 
xotein kinase 2de1ta subunit 
Camk2d) mRNA H/??ipnnfh i 
= 5637 


3a-w/caImodulin«dependent protein kinase II, delta 
iubunit 


1737 


2736 r 


MJM2519 


( 
F 

k 


Kattus norvegicus 
^a+t/calmodulin-dependent 
)rotein kinase 2delta subunit 
Camk2d),mRNA.11/22Length ( 

* 000 f s 


>a-M7calmodulin-dependent protein kinase II, delta 
ubunit 1 


1738 


15741 1* 


JMJJ12520 II 


( 
2 


Rattus norvegicus Catalase 
Cat), mRNA. 1 1/22Length = 
495 ~ C 


• — ■ — ■ * j 

latalase 


I 17391 


4467 h 


IMJ)12529 f, 


1 
k 

g 1 


kattus norvegicus creatine 
inase, brain (Ckb), mRNA. 
1/22Length = H46 f 


reatine kinase, brain 



WO 2004/063334 



PCT/US2004/000240 




1740 



1740 



1741 



11115 



11116 



NM.012531 




1742 



16520 



NMJH2532 



20357 



NM.012534 



NM_012541 



NM_012543 



NM.012543 



NMJM2544 



17^1 93869 



NMJJ12551 



La. 



cc.dd 



Rattus norvegicus 

Catecholamine^- 

methyltransferase 

(Comt),mRNA.11/2Length = 
1531 



lottus norvegicus 

Catecholamine-O- 

methyltransferase 

(Comt),mRNA.11/2Length = 
1531 



Rattus norvegicus 
Ceruloplasmin (ferroxidase) 
(Cp), mRNA. 11/22Length = 37 



Rattus norvegicus Crystaliin, 
alpha polypeptide A (Cryaa), 
mRNA. 3/22Length = 156 



■tettus norvegicus cytochrome 
P45, 1a2(Cyp1a2), 
mRNA,11/22Length = 1542 



Catechoiamine-O-methyltransferase 



Ceruloplasmin (ferroxidase) 



Crystaliin, alpha polypeptide A 



■<attus norvegicus D site 
albumin promoter binding 
protein (Dbp), mRNA. 
1/22Length= 1671 



Cytochrome P450, subfamily I (aromatic compound- 
inducible), member A2 (Q42. form d) 



Kattus norvegicus D site 
albumin promoter binding 
protein (Dbp), mRNA. 
11/22Lenqth = 1671 



a,h,l t p l q l y,z,ee 



NMJ)12551 



NM_012551 



NMJ312551 



NM_012559 



Kattus norvegicus angiotensin 
1 converting enzyme 1 (Ace), 
mRNA, 11/22Length = 4142 



D site albumin promoter binding protein 



D site albumin promoter binding protein 



Rattus norvegicus Early growth 
response 1 (Egr1), mRNA. 
11/22Length = 3112 



a,h,l,P,q,y,z 



Rattus norvegicus Early growth 
response 1 (Egr1), mRNA, 
11/22Length = 3112 



Rattus norvegicus Early growth 
response 1 (Egr1) ( mRNA. 
11/22Length = 3112 



Angiotensin l-converting enzyme (Dipeptidyl 
carboxypeptidasel) 
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TABLE 1 

iSEQ.jp |GLGG;j[D 
1750 16025 



1750 16026 
1751 1 16080 



senBankjAcc; 

No. '*•*• \ : 



NMJ12578 



Modei'Cbde* 



p.q 



fo'pwri Gene Nd"rte : : V : .' < 
Rattus norvegicus Histone H1- 
(H1f), mRNA.11/2Length = 



1779 



Atty. ReL44921-S090^1-WO/210fi^ 



1752 1708 



1752| 1709 



1753 20313 



1754 15098 

1755 24716 



1756 4450 



NMJM2578 
NIVL012580 



NM_012581 



NMJM2581 



NMJM2585 



Rattus norvegicus Histone H1- 
J(H1f), mRNA.11/2Length = 

>,q,s t t,ee,ff 1 177 9 

Rattus norvegicus Heme 
oxygenase (Hmoxl), mRNA. 
P,q,y,z>kk h/22Length = 87 



l,m 



Rattus norvegicus Homeo box 
A2 (Hoxa2), mRNA. 1/22Length 

h 1576 

Rattus norvegicus Homeo box 
A2 (Hoxa2), mRNA. 1/22Length 

; 1576 

I Kattus norvegicus 5- 



Jhi^ene Sequence Glbs ter life '■' : ; /•'•■"■ 
Histone H1-0 



Histone H1-0 
Heme oxygenase 



NM_012588 
NM_012589 



NM_012592 



hydroxytryptamine (serotonin) 
receptor 1A(Htr1a), mRNA. 
b.u.v 11/22Length = 1269 

Kattus norvegicus insulin-like 
growth factor binding protein3 
(Igfbp3), mRNA.11/22Length = 
2352 

I Rattus norvegicus interfeukin 6 
((interferon, beta 2) (II6), mRNA, 
.k.P.q 11/22Length = 146 



homeoboxA2 



homeoboxA2 



bb 



Rattus norvegicus Isovaleryi 
Coenzyme A dehydrogenase 
(Ivd), mRNA. 11/22Length = 214 



5-Hydroxytryptamine (serotonin) receptor 1 A 



Insulin-like growth factor-binding protein ( 1GF-BP3) 
Interleukin 6 (interferon, beta 2) 



Isovaleryi Coenzyme A dehydrogenase 



1757 7125 



NM.012595 



1758| 18386 NMJ512598 



1758 18387 



1759 2628 NMJ312603 



1759 2629 



1760 25450 



1761 1298 



NMJM2598 



NMJ)12603 



NIVL012609 



NM_012610 



17611 1299INM 012610 



aa.bb 



Rattus norvegicus Lactate 
dehydrogenease B (Ldhb), 
mRNA.11/2Length = 1217 



w,x 



J Rattus norvegicus Lipoprotein 
lipase (Lpl), mRNA. 
11/22Lenqth = 3617 



Lactate dehydrogenease B 



w,x 



i Rattus norvegicus Lipoprotein 
lipase (Lpl), mRNA. 
|l1/22Length = 3617 



ESTs, Highly similar to JH0790 lipoprotein 
(EC 3,1 .1 .34) precursor - rat [R.norveglcus] f 
Lipoprotein lipase 



I Rattus norvegicus v-myc avian 
myelocytomatosis viral 
oncogene homoiog (Myc), 
mRNA. 11/22Lenath = 216ft 



Lipoprotein lipase 



Rattus norvegicus v-myc avian 
myelocytomatosis viral 
a«J.k,p,q ( y l z J ee [oncogene homoiog (Myc), 
fW^ |mRNA.11/22Length = 2168 



Avian myelocytomatosis viral (v-myc) oncogene 
homoiog 



n,o 



Rattus norvegicus 
Neurofibromatosis type 1 (Nf1), 
mRNA. 11/2Length = 9132 



Avian myelocytomatosis viral (v-myc) oncogene 
homoiog 



I Rattus norvegicus Nerve 
growth factor receptor, fast 
(Ngfr),mRNA.11/2LsjRgth 3 
3259 



cc.dd 



r\auus norvegicus Nerve 
growth factor receptor, fast 

(Ngfr),mRNA.11/2Ungth = 
3259 



Nerve growth factor rece ptor, fast 



Nerve growth factor receptor, fast 
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TABLE 1 : r^T r— - 


SEQjD 


''i GLGfe;! 


• J^enbankAccrl- . 

Pp.v ■'. -I MiDdel.eodli: 




my, Kei. 44^ l-bU^U-U1~WO/2105485 
J Unigehe Sequence Glusfer Title *. V 


I 176 


2 62 


8NM.012613 


aa,bb 


Rattus norvegicus natriuretic 
peptide receptor 1 (Npr1), 

mRWA 11/991 onnth — ACQ 


Natriuretic peptide receptor A/Guanylate cyclase A 


17a 


3 2450 


6NM_012614 


c 


Rattus norvegicus 
Neuropeptide Y (Npy), mRNA. 
11/22Length = 539 


Neuropeptide Y 


176^ 


\ 2058 


9NrVL012618 


h.l.n.o.w.x 


i\auuo nuivtjyit/Uo OI CalClUm- 

binding protein A4 
(S1a4),mRNA. 1/22Length = 
487 


S1 00 calcium-binding protein A4 


176J 


i 15541 


3NM.012620 


a,kk 


RattUS nOrVPflin carina (r\r 

cysteine) proteinase 
inhibitor.member 1 (Pail), 
mRNA. 11/22Length = 353 


serine (or cysteine) proteinase inhibitor, clade E 
(nexin, plasminogen activator inhibitor type 1 ), 
member 1 I 


1766 


2513: 


*NMJ)12628 




Rattus norvpniriic Pmfnfn 

kinase C, type 1 (gamma type) 
(Prkcg), mRNA.11/2Length = 
3113 




I 1767 


1841 


NM_012637 


kjj,kk 


Raff HQ nnn/PnifH re nmtain 

tyrosine phosphatase, non- 
receptor type 1 (Ptpnl), mRNA. 

1/991 onnth — /MOT 


protein tyrosine phosphatase, non-receptor type 1 | 


j 1767 


1844 


NM_012637 


p.q.y.z 


Rattus norvegicus protein 
tyrosine phosphatase, non- 
icuepiui type I \f[pM) t mRNA. 
1/22Length = 4127 


ESTs, protein tyrosine phosphatase, non-receptor 
type 1 


1768 


14924 


NM.012645 


cc.dd 


Rattus norvegicus RT1 class lb 
gene(RT1Aw2), mRNA. 

1 1 /99I print h - 1 


ESTs, Weakly similar to A6071 6 somatotropin 
intron-related protein RDE.25 - rat (fragment) 
[Rnorvegicus], RT1 class lb gene ~ f 


I 1759 


S423 


NM.012649 


i,Ky,z 


Rattus norvegicus syndecan 4 
(Sdc4), mRNA.11/22Length = 
2462 


Ryudocan/syndecan 4 | 


j 1770 


16217 


NM_012656 [ 


c,aa,bb 


acidic cystein-rich glycoprotein 
(osteonectin) (Sparc), mRNA. 
11/2Length = 225 


Secreted acidic cystein-rich glycoprotein 
osteonectin) J 


I 1770 


16218 


NM_012656 


n,o 


ixauuo Muivtjyiuus oecreieo 
acidic cystein-rich glycoprotein 
(osteonectin) (Sparc), mRNA. 
11/2Length = 225 


Secreted acidic cystein-rich glycoprotein 
[osteonectin) 


1770 


16219 


WJ)12656 1 


.gg 


rAauud iiui vcyicus oecreteo 
acidic cystein-rich glycoprotein 
osteonectin) (Sparc), mRNA. , 
H/2Length = 225 ( 


Secreted acidic cystein-rich glycoprotein 
osteonectin) j 


1770 


!S220f 


M_012656 \\ 


i 

i,I,aa,bb 


r\duub norvegicus oecreted 
acidic cystein-rich glycoprotein 
osteonectin) (Sparc), mRNA. i 

1 /9I onnf h — OOC / 

i/zLengin-^o ( 


Secreted acidic cystein-rich glycoprotein 
osteonectin) 


i 1 

1770 


16221 r 


JM.012656 <j 


( 


Kattus norvegicus Secreted 
cidic cystein-rich glycoprotein 
osteonectin) (Sparc), mRNA. £ 
1/2Length = 225 ( 


lecreted acidic cystein-rich glycoprotein ' 
Dsteonectin) I 


K 


J 


M_012661 c 


s 

c,dd 


Rattus norvegicus steroid 
ulfatase (Sts), mRNA. 
1/22Length = 2472 s 


teroid sulfatase 


I t 
[ 1772! 


16197W 


MJ)12663 li. 


a 

0 

L [2 


onus norvegicus veslcle- 
ssociated membrane protein 2 
/amp2),mRNA1/22Length= V 


esicle-assodated membrane protein 
ynaptobrevin 2} | 
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TABLE 

SEQ ID 


1 

. GLGC.IC 


l^enpank Acc 


Model Cod^ 


;, « 

Wiow^Gene Name X' f. * >/i 


Atty, Ret 44921 -5090-01-WO/21 05485 

v Uhiripno .Qoniroino^i Oft mine T»*i>i* "■ • . 

%' MM!y^UP'!R^uencei,wiusier J iiie'' 


177 


3 2485 


4 NMJ)12676 


aa hh 


(Tnnt2), mRNA. 11/22Length = 

loo 


Troponin T, cardiac 


177< 


\ 151' 


*NMJ)12678 


bb 


Ranus norvegicus Tropomycin 
4(Tpm4), mRNA.11/22Length 
= 9 


Tropomyosin 4 


177* 


5 42* 


5NMJH2698 


hh 


r\duus norvegicus Dystrophin 
(Dmd), mRNA.11/22Length = 
124 


Dystrophin 


1776 


> 501 


NMJ312704 


ii 


Rattus norvegicus 
piudidyianain c receptor w» ( 
subtype EP3)(Ptger3), mRNA. 
1/22Length = 1253 


Rat kidney prostaglandin EP3 receptor 


1776 


50c 


i NM 012704 


II, U 


Rattus norvegicus 
prostaglandin E receptor 3 ( 
subtype EP3)(Ptger3), mRNA, 

A 7001 Anntk iincq 

i/^Lengtn = i^oj 


Rat kidney prostaglandin EP3 receptor 


1777 


4003 


NM.012708 


e 


Rattus norvegicus proteosome 
V^iubuine, rnacropainj SUDUnit, 
beta type 9 (large multifunctional 
protease 2) (Psmb9), mRNA. 
11/22Length = 88 


Low molecular mass polypeptide 2 


1778 


322 


NM_012715 




Rattus norvegicus 
dumnumeauiiin (Aam), mKNA, 
11/22Length = 1395 


Adrenomedullin 


1779 


20888 


NM_012716 


c,e 


kattus norvegicus Solute 
carrier 16 (monocarboxylic acid 
transporter), member 1 
^oicioai;, mKNA. ll/2Lengtn = 
332 


Solute carrier 16 (monocarboxylic acid transporter), 
member 1 ' 


1779 


20889 


NM_012716 


e.aa.bb 


kattus norvegicus Solute 
carrier 16 (monocarboxylic acid 
uansponerj, memoer 1 
(Slc16a1), mRNA. 11/2Length = 
332 


Solute carrier 16 (monocarboxylic acid transporter), 
member 1 


1780 


1632 


NM 012717 


J,V 


r\auus norvegicus calcitonin 
receptor-like receptor 
(Calcrl) f mRNA.11/22Length = 

OQR 


Calcitonin receptor-like receptor 


1781 


25563 


NM 012732 


f n 


Rattus norvegicus lipase A, 
lysosomal add (Upa), 

mDMA A /OOI _ — *-\ a a a 

mKNA.l/22Length = 3144 


Cholesterol esterase (pancreatic) 


1781 


16613 


NM 012732 




Rattus norvegicus lipase A, 
ysosoma! add (Lipa), 
iMKiNA.i/z^Lengtn = 3144 


Cholesterol esterase (pancreatic) 


1782 


23806 


NMJ)12733 


i 

,k i 


Rattus norvegicus retinol- 
Dinding protein 1 (Rbp1), 
TiRNA.11/22Length = 695 I 


Retinol-binding protein 1 


1783 


252641 


MM.012735 


'.z,gg : 


r\auus norvegicus nexoKinase 
2(Hk2), mRNA.11/22Length = 
3635 




1784 


25650 r 


4MJ312736 c 


F 

1 ll 


Rattus norvegicus oiyccitf -3- 
)hosophate dehydrogenase 
^mitochondrial) (Gpa*), mRNA. ( 
1/2Length = 24 { 


3lycerol-3-phosophate dehydrogenase 2 
mitochondrial) 


1785 


1478 I* 


M.012744 r 


c 

»o 1 


nanus norvegicus Pyruvate 
arboxylase (Pc), mRNA. 
1/2Length = 3945 c 


pyruvate carboxylase 



•97- 



WO 2004/063334 
[TABLE 1 ; 



PC17US2004/000240 



SEQ ID GLGC ID 



17861 343 



i Att !: Ref * ^ 921 ^090-oi-WQ/2TfSZ5r 



1787 • 8829 NM ni974Q 



1788| 3600 



SenBank Acc ; | ■ . v " . [7 ^ 

Nq. ■ ■-, ■-. fegj^ /, ;y: :/ ; 

Ranus norvegicus signal 5BS ™ — — 

■transducer and activator of 
[transcription 3 (Stat3), mRNA. } 

|(NcI), mRNA. 11/22Length = 



NMJM2747 



NM_012751 



1788 3601 NM 0197*1 



1789 13731 NM 012755 



1790 15174 NM 01975R 



1791 18066 NM 0127R9 



n,o 



>k,hh t kk 2142 



Kanus norvegicus Glucose 
transporter^ insuline- 



JNucfeolin 



transporter 4, insullne- 



Kattus norvegicus Pyn proto- 
pncogene(Fyn), mRNA. 
9/22Length=:1844 



transporter), member 4 



Fyn proto-oncoqene 



m 



I Kattus norvegicus insulin-like 
I growth factor 2 receptor (Igf2r) 



aa.bb 



(Caspl), mRNA.11/22Length 
129 



1791 18068 NM 0127fi9 



1792 17257 NM 0127fifi 



1792 17261 NM 0127fifi 



1793 5758 NM 01277ft 



1794 104 NM 01277Q 



1795 



1796 



450 



1952 



NMJ312786 



NM_012786 



Kattus norvegicus caspase 1 
(Caspl), mRNA.11/22Length = 
129 



Interleukin 1beta converting enzyme 



129 

RiH*^^ 1beta converting enzyme 

[Cyclin D3 



(Ccnd3), mRNA. 11/22Lenqth = 
fraa.bb.ee.ff 11843 



l,m 



Kattus norvegicus Cyclin D3 
(Ccnd3), mRNA. 11/22Lenqth = 
1843 



P.q.s.t 



d-u ICyclin D 3 

Rattus norvegicus aquaporin 1 

(Aqp1), mRNA. 1 1/22Length = Aquaporin 1 (aquaporin channel forming integral 



Kattus norvegicus aquaporin 5 
(Aqp5), mRNA.11/22Length* 
11426 



protein 28 (CHIP ) ) 



_NMJ)12788 



17971 24113 NM D197Q1 



hh 



f t hh 



Kattus norvegicus Cytochrom c 
oxidase subunit Vlll-H 
(heart/muscle) (Cox8h), mRNA. 

11/22Length = 33 

Kattus norvegicus Cytochrom c 
oxidase subunit Vlll-H 
(heart/muscle) (Cox8h), mRNA 
11/22Length = 33 



Aquaporin 5 



99. 



Rattus norvegicus Drosophila 
discs-large tumor 
Isuppressorhomologue (synapse 
I associated protein) (DJg1), 
mRNA. 11/2Length = 3256 



Cytochrome c oxidase subunit Vfll-H (heart/muscle 
Cytochrome c o xidase subunit Vlll-H (heart/muscle) 



Drosophila discs-large tumor suppressor 

RiftM^ feynapse associated grotem) 

Specificity Yakl-related kinase 

(Dyrk).mRNA. 11/22Length= dual-spedficity tyrosine ^phosphorylation 



J regulated kinase 1a 
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[TABLE 1 

r - ■"' '* ' \ 

|SEQja|:feLGClD 
1797[ 18135 



17981 16947 



1799 961 



18Q0| 10248 



1801 20246 



1802 15032 

1803 21350 



enBankAcc. 
No. • 



NMJ12791 



NM_012793 



ModelGgde 



e.gg.lr 



NM_012796 



NMJ312797 



NM_012807 



NMJ)12816 
NMJJ12823 



b,u t v,ij t kk 



b t j,k t s t t t u > ii,kk 



Rattus norvegicus Dual 

Specificity YakWelated kinase 

(Dyrk) t mRNA.11/22Length = 
284 



Rattus norvegicus 

Guanidinoacetate 

methyltransferase 

(Gamt) l mRNA.11/22Length = 
924 



Rattus norvegicus glutathione S 
transferase, theta 2 (Gstt2), 
mRNA, 9/22Length = 1258 



\ 4492^509Q-0l-WQ/210548r 
Unfgene Seguenfce Cluster Title' V : 



ESTs, dua!-specificity tyrosine-phosphorylation 
regulated kinase 1a 



Guanidinoacetate methyltransferase 



l,m,s 



Rattus norvegicus Inhibitor of 
DNA binding 1, helix-loop-helix 
protein (splice variation) (ld1), 
mRNA, 1/22Length = 1124 



Rattus norvegicus Smoothened 
(Smoh), mRNA1/22Length = 
2382 



Rattus norvegicus alpha- 
methylacyl-CoA racemase 
(Amacr), mRNA. 11/22Length = 
154 

Rattus norvegicus Annexin III 
(Lipocortin III) (Anx3), 
mRNA,11/22Length = 1454 



glutathione S-transferase, theta 2 



Inhibitor of DNA binding 1 , helix-loop-helix protein 
(splice variation) 



Smoothened 



alpha-meth y lacyl-CoA ra cemase 
Annexin A3 



18041 2853 



1805 338 



NMJH2838 



NMJH2843 



n,o 



18061 17541 NM_ 012844 



Rattus norvegicus Cystatin beta 
(Cstb), mRNA.11/2Lenqth=: 59 
Rattus norvegicus Epithelial 
membrane protein 1 (Emp1), 
mRNA,11/22Length = 981 
Rattus norvegicus Epoxide 
hydrolase 1 (microsomal 
xenobiotic hydrolase) (Ephxl), 
mRNA. 1/22Length = 1242 



Cystatin beta 



Epithelial membrane protein 1 



Epoxide hydrolase 1 (microsomal xenobiotic 
hydrolase) 



18071 1249 



1808| 18770 



1809| 13151 



1810 4338 



1811 24617 



18121 20945 



NMJ)12850 



Rattus norvegicus Growth 
hormone - releasing receptor 
(Ghrhr), mRNA. 11/2Length = 
1629 



NMJ)12857 



hh 



NM_012862 



o.ll 



NMJ312866 



NMJ12870 



NMJ)12875 



u,v 



Rattus norvegicus Lysosomal 
associated membrane protein 1 
(12kDa)(Lamp1), mRNA. 
11/2Length = 26 



Growth hormone - releasing receptor 



Rattus norvegicus Matrix Gla 
protein (Mgp) ( mRNA. 
11/22Length=521 



Lysosomal 
kDa) 



associated membrane protein 1 (120 



Rattus norvegicus nuclear 
transcription factor-Y gamma 

(Nfyc),mRNA.11/22Length = 
123 



Matrix Gla protein 



Rattus norvegicus 
Osteoprotegerin (Opg), mRNA. 

11/22Length = 2432 

Rattus norvegicus Ribosomal 
protein L39(Rpl39), mRNA. 
,11/22Length = 324 



CCAAT binding factor of CBF-C/NFY-C 



tumor necrosis factor receptor superfami ly, member J 
11b (osteoprotegerin^ 



Ribosomal protein L39 
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TABLE 1 w 




L 



1826! 1625|NM_012924 [qg 



(hyaluronatebinding protein) 
(0044), mRNA.4/22Lengtn = 
438 



Cell surface glycoprotein CD44 (hyaluronate binding 
protein) 
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TABLE 1 



SEQID 



gLgc 



1827 



1977 



1828 



18694 



1828 



1829 



13723 



1830 



487 



1831 



190 



1832 



20928 



1833 



223 



uenBanK-Acc, 
No. ■ 



NM_012930 



NMJ)12931 



N(yL012931 



NM.012935 



NM_012937 



NM_012940 



NMJ}12941 



NM_012945 



Model Cod6\" 



a,w,x,cc,dd 



Urn. 



V*. ' ' ' 



norvegicus Carnitine 
palmitoyltransferase 2 

(Cpt2),mRNA.11/22Length = 
2296 



Atty. Ref/44921rS090-0^WO/21Q548r~ 



Rattus norvegicus v-crk- 
associated tyrosine kinase 
substrate (Crkas), mRNA. 
11/22Length = 3335 



Rattus norvegicus v-crk- 
associated tyrosine kinase 
substrate (Crkas), mRNA. 
11/22Length=3335 



aa,bb 



m 



a,p t q,ee,ff 



Rattus norvegicus Crystallin, 
alpha polypeptide 2 (Cryab), 
mRNA. 11/21 Length = 528 



Rattus norvegicus crystallin, 
beta B2(Crybb2), mRNA. 
11/22Length*735 



Rattus norvegicus Cytochrome 
P451b1 (Cyp1b1), mRNA. 
11/2LengthM964 



Rattus norvegicus Cytochrom 
P45 Lanosterof 14 alpha- 
demethylase(Cyp51), mRNA. 
11/22Length = 226 



Kattus norvegicus Diphtheria 
toxin receptor (heparin binding 
epidermal growth factor - like 
growth factor) (Dtr), mRNA. 
11/2Length = 155 



Ujjiigene §ja ue Poej^luster^ teu. ; " 
Carnitine palmitoyltransferase 2 



v-crk-associated tyrosine kinase substrate 



v-crk-associated tyrosine kinase substrate 



Crystallin, alpha polypeptide 2, ESTs, ESTs, 
Weakly similar to T46637 transcription factor 1 , 
neural- rat [R.norvegicusl 



Rnorvegicus CRYBB2 gene (crystallin, beta B2) 



Cytochrome P4501b1 



Cytochrom P450 Lanosterol 14 alpha-demethylase 



Diphtheria toxin receptor (heparin binding 
epidermal growth factor - like growth factor) 



1834 



5033 



NM.012966 



Rattus norvegicus Heat shock 1 
kD protein 1 (chaperonin 1) 
(Hspel), mRNA.11/2Length = 
68 



1834 



5034 



NIVL012966 



ee,ff 



Rattus norvegicus Heat shock 1 
kD protein 1 (chaperonin 1) 
(Hspel), mRNA.11/2Length = 



Heat shock 10 kD protein 1 (chaperonin 10) 



68 



1835 



2555 



NM_012967 



y,z,kk 



Rattus norvegicus Intercellular 
adhesion moiecule 1 (Icaml), 
mRNA. 1 1/2Length = 262 



Heat shock 10 kD protein 1 (chaperonin 10) 



Intercellular adhesion molecuie 1 



1836 



22434 



NMJJ12974 



1836 



22435 



NM_012974 



1837 



956 



NM_012976 



1838 



957 



NMJM2977 



l,m 



Rattus norvegicus Laminin 
chain beta 2 (Lamb2), mRNA. 
1/2Length = 5581 



Rattus norvegicus Laminin 
chain beta 2 (Lamb2), mRNA. 
11/2Length = 5581 



Laminin chain beta 2 



c,v 



Rattus norvegicus Lectin, 
galactose binding, soluble 
(Galectin-5) (LgalsS), mRNA. 
1/2Length = 872 



Rattus norvegicus Lactin, 
gaiaciose binding, soiubie 
s^aiecun-y; (Lgaisyj, mrcrMA. 
11/2Length = 1545 



Laminin chain beta 2 



Lectin, galactose binding, soluble 9 (Galectin-9) 



Lectin, galactose binding, soluble 9 (Galectin-9) 
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HABLE1 

SEQ'ID 



GLGS'ID 



1838 



1839 



958 



571 



1840 



1841 



764 



17394 



1842 



19393 



1843 
1843 



24263 
24264 



1844 



1845 



24718 



1467 



1846 



25279 



1846 



3404 



1847 



23545 



senBanKAca* 

No: :• ■ , ; 



Mb^elCode 



NM.012977 kk 



NM.012982 cc,dd 



NM,012988 ee,ff 



NM.012992 Ihh.kk 



NMJ)12998 lh.1 



NM_012999 f 
NMJM2999 |g 



NM_013003 lli 



NM_Q13010 ii 



NMJM3011 p,q 



NM,013011 p.q 



Rattus norvegicus Lectin, 
galactose binding, soluble 
9(Galectin-9) (Lgals9), mRNA, 
11/2Length = 1545 
Rattus norvegicus Ms.. 
(Drosophiia) homeo box 
homolog (Msx2),mRNA 
11/22Length = 42 



Rattus norvegicus Nuclear 
Factor lA(Nfia), mRNA. 
11/2Length = 3368 
Rattus norvegicus 
Nucleoplasmin-related protein 
(Nuclearprotein B23 (Npm1), 
mRNA. 11/2Length = 1232 



1848| 2U178 



:549; 20229 



NMJH3013 ll.m 



NMJM3014 



NM,013018 



w,x 



kk 



Kattus norvegicus Protein 
disulfide isomerase (ProlyI4- 
hydroxylase, beta polypeptide) 
(P4hb), mRNA.11/2Length = 
246 



Rattus norvegicus Subtilisin - 
like endoprotease (Pace4), 
mRNA. 1/21Length = 4153 
Rattus norvegicus Subtilisin 
like endoprotease (Pace4), 
mRNA. 1/21Length = 4153 
Kattus norvegicus 



phosphatidyiethanolamine N- 
methyltransferase(Pemt), 
mRNA. 11/22Length = 893 

Rattus norvegicus Protein 
kinase, AMP-activated, gamma 
1 non-catalytic subunit (Prkgal), 

mRNA. 11/22Length = 1328 
tus norvegicus Tyrosine _ 

monooxygenase/tryptophan 5- 
monooxygenase activation 
protein, zeta polypeptide 
(Ywhaz), mRNA. 11/22Length = 
687 

kattus norvegicus lyroslne3- 
monooxygenase/tryptophan 5- 
monooxygenase activation 
protein, zeta polypeptide 
(Ywhaz), mRNA. 11/22Length = 

687 

Kattus norvegicus Prosaposin 



Atty. Ret 44921>5090-01-WQ/21Q54Rr 



Lectin, galactose binding, soluble 9 ( Galentin-Q) 
Msh (Drosophiia) homeo box homoloo 



Nuclear Factor IA 



Nucleoplasmin-related protein (Nuclearprotein B23 



Protein disulfide isomerase (Prolyl 4-hydroxylase, 
beta polypeptide) 



Subtilisin - like endoprotease 
Subtilisin - like endoprotease 



sulfated 
glycoprotein.sphingolipid 
hydrolase activator) (Psap), 
mRNA. 11/2Length = 2175 



Phosphatidyiethanolamine N-methyltransferase 



Protein kinase, AMP-activated, gamma 



Tyrosine 3-monooxygenase/tryptophan 5- 
monooxygenase activation protein, zeta polypeptide ! 



Tyrosine 3-monooxygenase/tryptophan 5- 
monooxygenase activation protein, zeta polypeptide! 



■Ottus norvegicus Fersephin 
(Pspn), mRNA.11/22Length = 
471 



Kattus norvegicus Kas-related 
small GTP binding protein 3A 
(Rab3a), mRNA. 11/2Length = 
743 
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Prosaposin (sulfated glycoprotein, sphingolipid 



Ras-related small GTP binding protein 3A 
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TABLE 

SEQlip 


1 

GLGC ID 


kienbanKAcc; 

Na,*' 


.I^odelCodeV 


Knowhi.Gene ; (Slame V,'. i 


Muy. rvgiy ^Wiii-ouyo-01 -WO/21 05485 

S- .. r> ': ' £r ; . \: '•; ■ v u : 
^hi3£o$S^ 


i 185C 


) 133E 


I NM.013022 


r 


uindinn <%prinp/fhrpncina Irtnoco 
uiiiuiuy OCIII lu/ll KcUolllc KIM dots 

alpha (ROK - alpha) (Rock2), 
mRNA. 11/2Length = 447 


RhoA - binding serine/threosine kinase alpha (ROK ■ 
alpha) 


1851 


17894 


NMJM3027 


gg 


Rattus norvegicus 
Selenoprotein W muscle 1 

fSeDWH mRNA 7/911 onnth- 

664 


Selenoprotein W muscle 1 


1852 


17174 


NMJ)13030 


1,171 


Rattus norvegicus Solute 
carrier family 34 (sodium 
phosphate), member 1 

mrcNA. ll/z^Lengtn 

= 244 


R.norvegicus ASI mRNA for mammalian equivalent 
of bacterial large ribosomal subunit protein L22 


1852 


18076 


NMJ)13030 


cc,dd 


Rattus norvegicus Solute 
carrier family 34 (sodium 
phosphate), member 1 
lOHsotdij, mrciNM. n/^zLengtn 
= 244 


Solute carrier family 17 (sodium/hydrogen 
exchanger), member 2 


1853 


733 


NMJJ13G40 


j.k 


Rattus norvegicus ATP-binding 
cassette, sub-family C 
(CFTR/MRP), member 9 
^nuuca;, mr\NA, 4/ZZL.engtn = 
6628 


ATP-binding cassette, sub-family C (CFTR/MRP), 
member 9 


1854 


17401 


NM 013043 


a n n 7 pp ff UU 


r\duub iiurvegicus i ransiorming 
growth factor beta stimulated 
clone 22 (Tgfb1i4), mRNA. 


Transforming growth factor beta stimulated clone 22 


1855 


11113 


NM.013046 


U.p.q.u.v.gg 


Rattus norvegicus Tryrotropin 
releasing hormone (Trh), 
mRNA. 11/22Length = 768 


Thyrotropin releasing hormone 


1855 


11114 


NMJJ13046 


k,n,o,y,z,kk 


rxciuuo nui veyiuus ir/tOuQpin 

releasing hormone (Trh), 
mRNA. 11/22Length = 768 


Thyrotropin releasing hormone 


1856 


24874 


NMJ)13057 


r 


Rattus norvegicus Coagulation' 
factor II! (thromboplastin, 

ussueiaciorj [r J;, JTIKNA. 
11/2Length = 1683 


Coagulation factor 111 (thromboplastin, tissue factor) 


1857 


15253 


NMJ)13058 


n,o,s,t 


Rattus norvegicus Inhibitor of 

DMA hSnriinri *k Hnminoni 

l/inm uinuing o, oommant 
negative Mix-loop-helix protein 
(Id3), mRNA. 1 1/22Length = 568 


Inhibitor of DNA binding 3, dominant negative heiix- 
loop-heiix protein _j 


1858 


14997 


NMJ)13059 


e,ee,ff 


Rattus norvegicus alkaline 

pnUopildldoc, USSUe- 

nonspecific(AlpI), mRNA. 
11/22Length = 2415 


Tissue-nonspecific ALP alkaline phosphatase 


1859 


21287 


NM_013065 


.m 


Rattus norvegicus Protein 
phosphatase^ catalytic 
subunit,beta isoform (Ppplcb), 
mRNA. 11/22Length = 276 


D rotein phosphatase 1. catalvtic subunit bpfa 
soform 


1860 


16924 1 


W.013069 < 


:,cc,dd 


Rattus norvegicus CD74 
antigen (invariant pslpypeptide 
of majorhtstocompatibiiity class 

i dmiycu-aoouUiaiou/ voUTn/, 

TfiRNA.11/2Length = 115 


3D74 antigen (invariant poipypeptide of major 
listocompatibiiity class 11 antigen-associated) 
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IpenBanfcjAa 
; glgc iqInq; • 




>{ Knovvn GepgName 


_ Atty, Ref. 44921 -5090-01 -WO/2105485 
■mnigehe Sequence Cjiis'tek-Wtle ■*.'■ ' -i 


186 


0 1695 


!5NM_013069 


c.n.o 


Rattus norvegicus CD74 
antigen (invariant polpypeptide 
of inaiorhistocomDatihilih/ Hacc 
II antigen-associated) (Cd74) ( 
mRNA. 11/2Length = 115 


I 

CD74 antigen (invariant polpypeptide of major 
histocompatibility class II antigen-associated) 


186 


u 1692 


6 NMJ)13069 


c 


Kattus norvegicus Cb74 
antigen (invariant polpypeptide 
of maiorhistocomDatihiiitu place 
li antigen-associated) (Cd74), 
mRNA. 11/2Length = 115 


CD74 antigen (invariant polpypeptide of major 
histocompatibility class II antigen-associated) 


186( 


) 2567* 


3NMJJ13069 


c,m 


Kattus norvegicus CD74 
antiqen (invariant nolmmpntlHo 
of majorhistocompatibility class 
II antigen-associated) (Cd74) ( 
mRNA. 11/2Length = 115 




1861 


1718' 


NM.013073 


199 


Rattus norveaicus ProtPin-i - 
isoaspartate (D-aspartate) O- 
methyltransferase (Pcmtl), 

mRNA 11/291 pnnth - 1fi*a 


Protein-Usoaspartate (D-aspartate) 0- 
methyitransferase 


1861 


2183C 


NMJ313073 


laa.bb 


Kattus norvegicus Protein-L- 
isoaspartate (D-aspartate) 0- 
methvltnansfera<?p rPrmM \ 

mRNA. 11/22Length = 1658 


Protein-L-isoaspartate (D-aspartate) 0- : 
methyltransferase 


1862 


13283 


NMJJ13078 


b 


Kattus norvegicus Ornithine 
carbamoyltransferase (Otc), 
mRNA. 11/2Length = 1519 


Ornithine carbamoyltransferase 


1863 


1529 


NMJ313082 


hh 


Kattus norvpnimio. QunHoran o 
(Sdc2) ( mRNA.11/22Length = 
2153 


Ryudocan/syndecan 2 


1864 


20242 


NMJJ13084 


99 


Kattus norvegicus Acyi- 
Coenzyme A 

dehydrogenase.short-branched 
chain (Acadsb), mRNA. 
11/2Length = 1322 I 


Acyl-Coenzyme A dehydrogenase, short-branched 
chain 


1865 


20878 


NM_013085 I 




Rattus norveaicus Lfrinarv 
plasminogen activator, | 
Jrokinase(Plau), mRNA. 
11/2Length = 1454 || 


Jrinary plasminogen activator, urokinase 


1866 


357 I 


i 

WL013086 , 


4k,P*q,y,z,ee r 
ff 


Rattus norvpnirnc P AMD 

esponsive element modulator 
Crem),mRNA, 11/2Length = fi7|f 


:AMP responsive element modulator 


1867 


8899 1^ 


JMJJ13087 d 


c 
8 
( 

,f 1 


rattus norvegicus CD81 T 
ntiaen ftaraef of 
ntiproliferativeantibody 1 ) I 
Sd81),mRNA.11/2Length = 
33 r 


JD81 antigen (target of antiproliferative antibody 1) 


1868 


1521 f\ 


MJ)13091 a 


F 

n 
II 

s.t.ee.ffjj.kk 


kattus norvegicus Tumor I 
ecrosis ractor receptor (Tnfrl), T 
)RNA.11/22Length = 213 Irr 


umor necrosis factor receptor superfamily, 
iember1a 


1869 


1684 N 


M_013096 b 


al 

c,v 1 


<attus norvegicus HemoglolSirr 
pha 1 (Hba1), mRNA. 
l/2Length = 556 h 


emoglobin, alpha 1 


1859 


16851N 


M.013096 [b. 


F 
al 

11 


lattus norvegicus Hemoglobin, 
pha 1 (Hba1), mRNA. 
/2Length = 556 u 


amnnlnhln ilnhi «1 
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ITABLE 1 ? 



1869 



~ vJ^enbanKAcG- 
GLGC IDIN6. 



Model Code; 



1688 NMJ)13096 c 



1689 NM_013096 b n.v 
18691 26150 NMJH3096 c,v 



1870 19949 NMJ)13106 ll.m 



1871 23709 NMJ3131 13 f.g 



1871 23710 NM 013113 hh 



1873 7854NM__013115 h.l 



1874 2005 NM.013127 e.bb 



1875 21840 NM_013128 w.ll 



1876 16649 NM_013132 c.c 



1877 



1NM_013143 cc,dd 



1878I 786 



NM_013148 n.o 



18791 46 



NM_013151 p.g 



Knowngene^Iame 
Rattus norvegicus Hemoglobin, 
alpha 1 (Hba1), mRNA 
11/2Length = 556 



Rattus norvegicus Hemogiobin 
alpha 1 (Hba1), mRNA. 
11 /2Length = 556 
Rattus norvegicus Hemogiobin, 
alpha 1 (Hba1), mRNA. 
11/2Length = 556 



Kattus norvegicus Guanine 
nucleotide binding, protein, 
alpha inhibiting polypeptide 3 
(Gnai3), mRNA 11/2Length = 
372 



Kattus norvegicus ATPase 
I Na+/K+ transporting beta 
llpolypeptfde (Atp1b1), mRNA. 
11/2Length = 2528 

ittus norvegicus ATPase 
\Ha+/K+ transporting beta 
1polypeptide(Atp1b1), mRNA, 
|11/2Length = 2528 



Rattus norvegicus Seiectin, 
platelet (Seip), mRNA. 
|11/22Length = 3185 



Rattus norvegicus 
! Prostaglandin F receptor (Ptgfr), 
mRNA.11/22LenQth = 3 



Kattus norvegicus CD38 " 
antigen (ADP-ribosyi cyclase / 
cyclicADP-ribose hydrolase) 
(Cd38), mRNA.11/2Length = 
2248 



jjni^ne^uenc^gster^tle 3 • •: ■ •'. ■ ■ 
Hemoglobin, alpha 1 



Guanine nucleotide binding, protein, alpha inhibiting 
polypeptide 3 



tide 



ATPase Na-*7K+ transporting beta 1 polypeptide 



CD38 antigen (ADP-ribosyl cyclase / cyclic ADP- 



Kattus norvegicus 
Carboxypeptidase E (Cpe), 
mRNA 11/22Length = 292 



Rattus norvegicus Annexin V 
(Anx5), mRNA11/22Length = 
1417 



Rattus norvegicus Meprin 1 
alpha (Mepla), mRNA 
11/22Length = 2928 



Rattus norvegicus 5-~~ 
hydroxytryptamine (serotonin) 
receptor 5A(Htr5a), mRNA. 
11/22Length = 1954 



Carboxypeptidase E 



Annexin V 



Rattus norvegicus Plasminogen 
J activator, tissue (PJat), 
lmRNA.11/22Length = 2445 



Rattus norvegicus 
CCAAT/enhancerbinding, 
18801 ^yuM^ [*WiyA0B.k protein (C/EBP) delta (Cebpd), 
J880| 21682|NM.013154 Ik mRNA 11/2Lenath = 12 



Rattus norvegicus 

CCAAT/enhancerbinding, 

, « , , . i protein ( C/EBP ) delta (Cebpd), 

NMJ13154 lei.k.p,q,y t z,kk ImRNA. 11/91 jLh B j 2 9 h 
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TABLE 1 : ■ g-7 ■ 


SEQ ID 


GLQG-I 


; wenbank Acc 
3 Klo. V 


Mo&elGode 




Muy. r\ei, i -ouyu-U 1 rVVU/Zl 05485 1 
\*;. * ' . « • ,r T — ~ — " : — : : — 

}• ;. . t * • . ■'. ' vi , : , ." • y 

! *V n J9Pj™ ^W U §nrejMUSt6r. < T RIB-. .■ i ! 


188 


1 2486 


7 NMJM155 


kk 


Rattus norvegicus Very low 
density lipoprotein receptor 
vviair;, mrw\. ll/42Lengtn = 
2952 


Very low density lipoprotein receptor 


188 


2 343 


ONM_013156 


c,l,m,t,kk 


Rattus norvegicus Cathepsin L 

^rifQl\ mRMA H/OOI A rt «»u 

Iwibi;, mrvNM. 11/^Lengtn = 
1386 


Cathepsin L 


188: 


I 343 


1 NM.013156 


c ( kk 


Rattus norvegicus Cathepsin L 
V^iau, mnJNM. i i/^zLengtn = 
1386 


Cathepsin L 


1882 


I 2556" 


rNMJ)13156 


IMkk 


Rattus norvegicus Cathepsin L 

fCtah mRMA H/901 on^k - 

^01^1;, rnrviNM. n/^zLengin ~ 
1386 




188c 


I 13K 


) NMJM3159 


II 


Rattus norvegicus Insulin 
aegraaing enzyme (Ide), mRNA 
11/22Length = 4276 


Insulin degrading enzyme 


1884 


3465 


> NM_013160 


h 1 
Uii 


Rattus norvegicus Max 
interacting protein 1 (Mxi1), 
mnNA. n /^Length = 922 


ESTs, Moderately similar to MXI1_RAT MAX 
interacting protein 1 (MXI1 protein) [R.norvegicus| 


1885 


20C 


NM.013161 


b.l.m 


Rattus norvegicus Pancreatic 
lipase (Pnlip), mRNA. 
11/22Length = 1492 


Pancreatic lipase 


1886 


2012 


NM.013173 


r 


Rattus norvegicus solute carrier 
family 11 member 2 (Slc11a2), 
mRNA. 1/22Length = 449 


Solute carrier family 1 1 member 2 (natural 
resistance-associated macrophage protein 2) 


1887 


21722 


NMJM3174 


pk 


Rattus norvegicus transforming 
growth factor, beta 3 (Tgfb3) f 
mRNA. 1 1/22Length = 2633 


Transforming growth factor, beta 3 


1887 


21723 


NMJ13174 


P,q 


Rattus norvegicus transforming 
growth factor, beta 3 (Tgfb3), 
mRNA. 1 1/22Length = 2633 


Transforming growth factor, beta 3 


1888 


22306 


NMJM3179 


aa.bb 


rvatiuo NUivtjyiuus nypocreun 
'orexin) neuropeptide 
precursor(Hcrt), mRNA. 
11/2Length = 585 


Hypocretin (orexin) neuropeptide precursor 


i 

1689 


13lJ 


^M_013181 i 




r\duub norvegicus rrotein 
kinase, cAMP dependent, | 
regulatory, type 1 (Prkarl a), [ 
nRNA.11/2Length = 1433 


3 rotein kinase, cAMP dependent, regulatory, type 1 


1890 


12581 


MM_013185 \ 


( 

lh r 


Rattus norvegicus Hemopoietic 
*ll tyrosine kinase (Hck), 
TiRNA.11/2Length = 1911 \ 


■iemopoietic cell tyrosine kinase 


1891 


1714 P 


ihA 013187 s 


f 

i.kk 


rxditub norvegicus 
'hospholipase C, gamma 1 
Plcgl), mRNA.11/22Length = 
>16 *" F 


3 hosphoIipase C, oamma 1 






JMJM3194 g 


n 

9 1 


Rattus norvegicus Myosin, 
eavy polypeptide 9, non- 
nusde(Myh9), mRNA. 
1/22Length = 66 h 


jyosin, heavy polypeptide 9. non-muscle 




on7 5^ 


M 013195 b 


i 

n 
rr 


\attus norvegicus Intefieukin 2 
sceptor, beta chain (H2rb), 
iRNA.11/22Len9th = 2598 ir 


iterleukin 2 receptor, beta chain 
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TABLE 


1 

' GLGC;IC 


f GenbanKAcc; 
No.- • • . 


fi/lodeieoaeV 


. Kno^n : &n^^ : £ ; 


Atfv Rrfc 44Q9t-^nQn_ni \A/n/9inKviGe 

yhigene Segiience Cluster»T|tle - J 


189* 


I 16446 


J NM.013197 


b,c,v 


Aminolevulinate synthase 2, 
delta (Alas2), mRNA. 
11/2Length = 1899 


Aminolevulinate synthase 2, delta 


189£ 


) 1692 


*NMJ)13199 


gg 


Rattus norveaiciN nvnamln 9 
(Dnm2), mRNA.11/22Length = 
3463 


Dynamin 2 


i89e 


2085E 


NMJ)13200 


a,w,x,hh 


Rattus norvegicus Carnitine 
palmitoyltransferase 1 mii^rlp 

f villi mvjjr ill Ul iwlwl HOC 1, MIUoUIC 

(Cpt1b),mRNA.11/22Length = 
2826 


Carnitine palmitoyltransferase 1 beta, muscle 
isoform 


1896 


20856 


NM.013200 


a.w^aa.hhjl 


Rattus norventniJQ nsamifino 

i wuuu i iui v&^juuo WON llUliC 

palmitoyltransferase 1, muscle 
(Cptlb), mRNA.11/22Length = 
2826 


Carnitine palmitoyltransferase 1 beta, muscle 
isoform 


1897 


20864 


NMJ)13215 


b.l.m 


Rattus nnrvpnirnQ aflatnvin R1 

aldehyde reductase (Afar), 

mRNA 11/29L pnnth = 1979 


aTiatoxm B1 aldehyde reductase 


1898 


23362 


NMJM3216 


e 


RattUS norVPnlPIIQ R»q hnmnlnn 

enriched in brain (Rheb), 

mRMA 11/21 pnnth - i flft 


Ras homolog enriched In brain 


1899 


20728 


NMJM3217 


cc rid op ff 


Rattus norvegicus afadin (AF- 

fi\ mPMA 1 1 101 onnfh — KOE*7 

o;, iiir\i\M. i i/^Lengtn - oyof 


afadin 


1899 


20729 


NMJJ13217 j 


jj.kk 


Rattus norvegicus afadin (AF- 
6), mRNA. 11/2Length = 5957 


afadin 


1899 


20731 


NMJ)13217 


99 


RpttllQ nnrvpnir^i le oforlin /AC 
rxcuiud iiUlvcyiLUb dldQin (Mr- 

6), mRNA. 11/2Length = 5957 


afadin 


1899 


20732 


NMJ)13217 


b,u,v 


Rattus norvegicus afadin (AF- 

6^ mRNA 11/91 Pnnth - 


atadm 


1900 


18313 


NMJM3220 


a ( kk 


Rattus norvegicus ankyrin-like 
repeat protein (Alrp), 

mRNA 11/291 pnnth - 1740 


cardiac ankyrin repeat protein 


1901 


1495 


NMJM3221 


v.z aa bb 


Rattus norvegicus HMG-box 
containing protein 1 (HbDl), 

mRNA 11/991 onnth — ORAO 


HMG-box containing protein 1 


1902 


1396 


NM.G13222 


fj 


Rattus norvegicus growth 
factor, ervl -like (Gfer), 

mRNA 11/991 onnfh — 100C 

rnrvjNM. i u^Lengin - azzo 


augmenter of liver regeneration 


1903 


815 


NMJ13224 


g,h,l,w,x 


Rattus norvegicus ribosomal 
protein S26 (Rps26), mRNA. 
11/22Lengih = 435 


ribosomal protein S26 


1904 


18305 


NMJ)13226 


f,h,i,w,x 


RflttllQ nnn/pniniic rihncnmo! 
ixaiiuo iiui vcyiouo ilUUbQJTIal 

protein L32(RpI32), mRNA. 
11/22Length = 465 




1905 


17972 


NM..016989 




Rattus norvegicus adenylate 

^Vrlfl^P sWivattnn nrilt/nanttrl^ A 
ujv/iaoe auuvaUIiy jJUIypepUue 1 

(Adcyap1),mRNA.11/22Lenglh 
= 2681 


adenylate cyclase activating polypeptide 1 


1906 


64 


NMJ)16991 


,kk 


r\auua i iui vey juuo aurenergic, 
alpha 1B ( receptor 
(Adralb).mRNA. 11/22Length = 
218 


Adrenergic, alpha 1B-, receptor 


1907 


24868 


MMJD16992 


1,0 


Rauuo norvegicus arginine | 
11/22Length = 62 , 


Arginine vasopressin (Diabetes insipidus) 


1907 


24869 I 


WJ316992 i 


1,0 


Rattus norvegicus arginine 
/asopressln(Avp), mRNA. 
i1/22Length = 62 i 


Arginine vasopressin (Diabetes insipidus) 
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ITABLE1 



1908 



1909 



1910 



1911 



1912 



1913 
1914 



1915 



1916 
1917 



l^enbanlcAcc. I ; - • • ■ - 
GLGG'IDIno. '- : \Modkc$& 



24354 NM_016998 c 



20921 NIQ16999 a.t 



8417|NM_017008 aa 



24676 NIVL017010 aa.hh 



21013 NM_017014 b 



17815 NMJ17015 w.x 
6598 NIQ17020 Ik 



17807 NM.017025 h.l 



14247 NM_017031 h.l 
4500|nM_017037 Mi 



1918 



1919 



3203 NMJ317039 c 



24597 NM_017040 IbJ.m.u.v 



Known GeneName ;^ 

Rattus norvegicus 1 — 

CarboxypeptidaseAl 
(pancreatic) (Cpal).mRNA. 

1 1/2Length = 131 [Carb oxypeptidase A1 f^ n^ir) 

Rattus norvegicus Cytochrome ' " L " =5a!S L 

P45, subfamily IVB, 
polypeptidel (Cyp4b1), mRNA. 

SSi^ |»^^ 

Glyceraldehyde-3-phosphate 
dehydrogenase(Gapd), mRNA. 

So^Sutamats l^ ' ^-phosphate dehydrogenase , 
receptor, ionotroplc, N-methyl D- 

(G S' mRNA ' p tamate receptor, ionotroplc, N-methyl D- 
3/21 Length = 4213 ^part^i 



1220 24697 



_NMJ)17Q48 u.y.ii 



Kattus norvegicus Glutathione 
S-transferase, mu type 2 (Yb2) 
(Gstm2), mRNA.11/2Length = 
155 I 

'Glutathiones-transferase, mu type 2 (Yb2 ) 



Rattus norvegicus 
Glucuronidase, beta (Gusb), t 
mRNA. 11/22Lenat h = 2472 Glucuronic, h*to 
Rattus norvegicus Interfeukin 6 " 
receptor (Il6r), mRNA. 

11/22Length = 4614 I Interleukin 6 receptor 



Rattus norvegicus Lactate 
dehydrogenase A (Ldha), 

Phosphodiesterase 4B, cAMP- 
specific (dunce (Drosophila)- 
lomolog phosphodiesterase E4) 
(Pde4b), mRNA. 4/22Length = Phosphodiesterase 4B, cAMP-spedfic (dunce 
KaUus norveglous penphera! l< Dr0SO P hila ^ om "^ Pnosphodiesterase E4) 
myelin protein 22 (Pmp22), 



rattus norvegicus Protein 
phosphatase 2 (formerly 
2A),catalytic subunit, alpha 

uSnT^T^ | Pr ° tein P h0S P hatas * 2 (formerly 2A), catalytic 

1/22Lengt h =184 subunit. alp ha inform 

Rattus norvegicus Protein — 

phosphatase 2 (formerly 
2A),cata!ytic subunit, beta 

1^ | Pr ° tefn Ph0Sphat3Se 2 « 0 ™^ ^ cat ^ic 

4/22Length = 1843 [subunit, betaisoform 



i&rt, 24595 NM 01704Q 



Kattus norvegicus Solute 
carrier family 4 t member 2, 
anionexchange protein 2 
(Slc4a2), mRNA.11/2Length = 

57 

«attus norvegicus Solute 



carrier family 4, memoes, 
anionexchange protein 3 
(Slc4a3), mRNA.11/2Length = 
3877 



Soiute carrier family 4, member 2, anion exchange 
protein 2 



Soiute carrier family 4, member 3, anion exchange 
irotein 3 
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TABLE 1 



SEQ ID; 



1922 



1922 



GLGC'lD 



tienbank Acc. 

No;; - " 



20875lNM_017Q5Q 



2Q876|NM_017050 



1923 



1924 



18761 NM_01 7052 



910[NMJ)17059 



ModeFCotfe. 



hh 



Rattus norvegicus Superoxide 
dismutasel, soluble (Sod1), 
mRNA.12/21Length = 65 



Rattus norvegicus Superoxide 
dismutasel, soluble (Sod1), 
mRNA.12/21Length = 65 



Rattus norvegicus Sorbitol 
dehydrogenase (Sord), mRNA, 
11/22Length = 1358 



Rattus norvegicus bc!2- 
associatedX protein (Bax), 
mRNA. 11/22Length = 579 



Atty, Ref;44921-5090-01-WO/21 05485 



jJnigeiQejSeque'nce Cluster; Title ' • 



Superoxide dismutase 1, soluble 



Superoxide dismutase 1. soluble 



Sorbitol dehydrogenase 



Bcl2-associated X protein 



1924 



91llNMJ)17059 



Rattus norvegicus bcl2- 
associatedX protein (Bax), 
mRNA. 11/22Length = 579 



1924 



912|NM_017059 



d.l.m 



Rattus norvegicus bc!2- 
associated X protein (Bax), 
mRNA. 11/22Length = 579 



BcI2-associatedX protein 



Bcl2-associated X protein 



19549|NM_017060 



h,l 



Rattus norvegicus Hras- 
revertantgene17(Hrev17), 
mRNA. 1/22Length = 966 



1926 



19421NMJ317061 



1926 



1943|NM,017061 



1927 



1427|NlvLQ17063 



hh 



Rattus norvegicus lysyl oxidase 
(Lax), mRNA.11/22Length = 
4557 



ESTs 



Rattus norvegicus lysyl oxidase 
(Lox), mRNA.11/22Length = 
4557 



Lysyl oxidase 



Rattus norvegicus Importin beta 
(Impnb), mRNA.11/2Length: 
2991 



Lysyl oxidase 



importin beta 



1928 



6653|NM_017068 



Rattus norvegicus Lysosomal- 
associated membrane protein 2 
(Lamp2) f mRNA. 11/2Length = 
1548 



6654| NM.01 7068 



b,v 



1929 



11152|NMJ)17073 



c,s,t,kk 



1929 



11153|NivL017073 



1930 



18956|NM_017075 



aa 



Rattus norvegicus Lysosomal- 
associated membrane protein 2 

(Lamp2),rr,RKA.11/2Length = 
1548 



ysosomal-associated membrane protein 2 



Rattus norvegicus Glutamine 
synthetase (glutamate- 
ammonialigase) (Glul), mRNA. 
11/2Length = 2793 



Lysosomal-associated membrane protein 2 



Rattus norvegicus Glutamine 
synthetase (giutamate- 
ammonialigase) (Glul), mRNA. 
11/2Length = 2793 



Glutamine synthetase (glutamate-ammonia ligase) 



Rattus norvegicus Acetyi-Co A 
acetyltransferasel, 
mitochondrial (Acatl), mRNA. 
11/2Length=1715 



1930 



18957|NlvL017075 



r,s,t,H 



Rattus norvegicus Acetyl-Co A 
acetyltransferasel, 
(mitochondrial (AcatlJ, riRMA. 
|11/2Length = 1715 



19311 923INM 017076 



rvaiiua i iui vcyiuia i ut i iuj - 

associated glycoprotein pE4 
(Tage4), mRNA. 11/2Length = 
2171 



Glutamine synthetase (glutamate-ammonia ligase) 



Acetyl-Co A acetyltransferase 1, mitochondrial 



Acetyl-Co A acetyltransferase 1, mitochondrial 



Tumor-associated glycoprotein pE4 
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TABLE 

SEQID 


1 

: Glgc ic 


' ueobanicAcc 
) No. . ; ' 


j - > 
Model'c^de.' 


^ known' Gene N£rpeY • ' ~ ,: ^ : 


Atty. Ref. 4£92 V5090-01-WO/21 05485 

r * ^r: ..;. v . y.j : . -•• .... , 


193; 


i 152; 


3 NMJ) 17079 


hlnnwx 


Rattus norvegicus CD1D 
antigen (Cd1d), rnRNA. 

11/91 onnfh — H ooc 


CD1D antigen 


193: 


l 22551 


>NM__017087 


n,o 


Rattus norvegicus biglycan 
(Bgn), mRNA.11/22Length = 
2446 


Small proteoglycan I (biglycan), bone (BSPG1) 
(bone/cartilage proteclycan 1 precursor) 


193< 


i 138: 


) NM_017088 


I! 


r\duus norvegicus \our- 
dissociation inhibitor 1 (Gdi1), 
mRNA.11/2Length = 139 


GDP-dissociation inhibitor 1 


1936 


23666 


iNM 017092 




r\duus norvegicus bruton 
agammaglobulinemia tyrosine 
kinase (Tyro3), mRNA. 

19/01 onnfh — 070C 

i£/£Lgngin - oazo 


Bruton agammaglobulinemia tyrosine kinase 


1936 


10886 


NM 017094 


II 


Rattus norvegicus growth 
hormone receptor (Ghr), mRNA. 
j^[/^Lengtn - <c»o 


Growth hormone receptor 


1936 


10887 


NMJ517094 


Ji.kk 


Rattus norvegicus growth 
hormone receptor (Ghr), mRNA. 
11/22Length = 295 


Growth hormone receptor 


1936 


10888 


NMJ17094 


e.r.hh 


r\duus norvegicus growth 
hormone receptor (Ghr), mRNA. 
11/22Length = 295 


Growth hormone receptor 


1937 


2150 


NMJ)17097 


ajl 


rvduus norvegicus oatnepsin C 
(dipeptidyl peptidase I) 
(Ctsc),mRNA. 1 1/2Length = 185 


Cathepsin C (dipeptidyl peptidase I) 


1938 


15517 


NMJ317099 


c 


Rattus norvegicus potassium 
inwdiaiy-reciiTying cnannei, 
subfamily J, member 8 (Kcnj8), 
mRNA. 11/22Length = 158 


inwardly rectifying potassium channel gene, 
subfamily J-8 (ATP sensitive) 


1939 


4391 


NM.017101 


s,t 


Rattus norvegicus 
Peptidyiprolyl isomerase A 
pyciopnnin Aj(Ppia), mRNA. 
11/22Length = 743 


Peptidyiprolyl isomerase A (cyclophilin A) 


1940 


15776 


NM 017108 


u,v 


Rattus norvegicus potassium 
vuiidge-gaiea cnannei, 
subfamily H (eag-related), 
member 3 (Kcnh3), mRNA. 
i i/^zLengtn = 3715 


potassium voltage-gated channel, subfamily H (eag- 
related), member 3 


1941 


20745 


MM 0171 n 


f n 


Rattus norvegicus granulin 
(Grn) f mRNA11/22Length = 

OA A Q 


granulin 


1941 


20746 


MM 0171 n 


/v> ffH nn 


Rattus norvegicus granulin 
(Gm), mRNA11/22Length = 

CllO 


granulin 


1942 


1375 


SJM 017122 


l|U 


Rattus norvegicus hippocalcin 
r Hpca), mRNA.11/22Length = 

100 1 


lippocaicin 


1943 


1435 f 


v!MJ)17125 I 


<k • 


Rattus norvegicus CD63 
antigen (Cd63), mRNA. 
H/22Length = 86 < 


Dd63 antiaen 


1944 


21662 r 


WJ317126 c 


3,ee,ff J 


Rattus norvegicus ferredoxin 1 
Fdx1), mRNA.11/22Length = 
*38 ^ f 


erredoxin 1 


i a-r-t| 


21663 h 


JM.017126 \ 


*»h,l,P,q,y,z,ee ( 
ff 6 


Rattus norvegicus ferredoxin 1 
Fdx1), mRNA.11/22Length* 
138 " f 


erredoxin 1 
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TABLE 1 



1945 



1946 



1947 



1948 



1949 



1949 



1950 
1951 



1951 
1952 



,/ '.;|^enbanKAcc 4 . 
Tin in ki« . , ■•■ - a> 



GLGC ID 



24522 



167 



20916 



16681 



24885 



24886 



24107 
15364 



No/, ... 



NMJ317130 



NMJH7131 b.e.u.v.ll 



NM,017132 Id 



NMJH7136 |K 



NM.017138 IhJ.wjc 



NM.017138 h.l.w.x 



492 NM_017140 l.m.n.a a 
24106|NM,017141 s.t.bb 



NMJH7141 ll 
NMJH7147 jj 



1952 
1953 



15365 



13392 NMJM7148 e 



1954 
1955 



17287 
16953 



1955 



16954 



1955 



16955 



1956 



21975 



NMJ)17147 aabb.ll 



NM.017149 ii 
NMJJ17151 g 



NMJ17151 qq 



NMJH7151 l.m.s.t 



Rattus norvegicus 
neuraminidase 2 (Neu2), 
mRNA.11/22Length = 166 



Kattus norvegicus 
caisequestrin 2 (Casq2), mRNA 
11/22Length = 1681 



Kattus norvegicus reticulocaibin 
2 (Rcn2), mRNA. 11/22Length = 
219 



Rattus norvegicus squalene 
epoxidase (Sqle), mRNA. 
11/22Length = 2199 



Atty, Ref. 44921>5090^1^WO/2infi3^ 



neuraminidase 2 



tin 2 



Rattus norvegicus (aminin 
receptor 1 (67kD, ribosoma! 
protein SA) (Lamrl), mRNA. 
11/22Length=118 
Kattus norvegicus laminin 



receptor 1 (67kD, ribosomal 
protein SA) (LamM), mRNA. 
11/22Length = 118 



1957 



17104 



d,eJ l k,n,o l y,z, 
NMJ317154 Ikk 



NMJH7160 [h.l 



Rattus norvegicus dopamine 
receptor D3 (Drd3), mRNA 
11/22Length = 1481 
Rattus norvegicus DNA 
polymerase beta (Polb), mRNA. 

11/22Length = 3298 

Rattus norvegicus DNA 
polymerase beta (Poib), mRNA. 
11/22Length = 3298 
Rattus norvegicus cofilin 1 
(Cfl1), mRNA.11/22Length 
139 



reticulocaibin 2 



squalene epoxidase 



laminin receptor 1 



laminin receptor 1 



dopamine receptor 3 
DNA polymerase beta 



Rattus norvegicus cofilin 1 
(Cfl1) t mRNA11/22Length = 

139 

Rattus norvegicus cysteine rich 
protein 1 (Csrpl), mRNA. 
1/22Length = 143 



DNA polymerase beta 
cofilin 1, non-muscle 



Kattus norvegicus 
mesenchyme homeo box 2 
(Meox2), mRNA.11/22Length = 

2244 

Rattus norvegicus ribosomal 
protein S15 (Rps15), mRNA. 
1/22Length = 487 



Rattus norvegicus ribosomal 
protein S15(Rpsl5), mRNA. 
1/22Length = 487 



cofiiin 1, non-muscle 
cysteine rich protein 1 



mesenchyme homeobox 2 
ribosomal protein S15 



kattus norvegicus ribosomal 
protein S15(Rps15), mRNA 
1/22Length = 487 
Rattus norvegicus xanthine 
dehydrogenase (Xdh), mRNA. 
1/22Length = 4198 



Rattus norvegicus ribosomal 
protein S6 (Rps6), mRNA. 
11/22Length = 81 



ribosomal protein S15 



ribosomal protein S15 



xanthine dehydrogenase 



ribosomal protein S6 



-111- 



WO 2004/063334 



PCT/US2004/000240 



TABLE 

sEaip. 


GLGG ID 


-liienBankAca 


• Model Gqcte 


•-■«! ! • ■ •: s; V-.vf- : V 

totiwn^Gene Najhe # : ^9." 


- Atty, Ref, 44921 r 5Q9CM)1 -WO/21 05485 

; v ~ ; ; jj; ':' j r; : . •:;•*> . .. — ■ . t ..... . . • ^ — — — 

Uriinp'np Rp'niioh'rb Ph»efor thiA' ■ : - ' 


1957 


f 17105 


>NM 017160 


h t 


protein S6 (Rps6), mRNA. 

11/991 onnth - ft1 


ribosomal protein S6 


1957 


17106 


NM 0171fi0 


n n 
II, U 


Rattus norvegicus ribosomal 
protein S6 (Rps6), mRNA. 

11/991 annfK — OA 


ribosomal protein S6 


1958 


17686 


NMJ17165 


hh 


Rattus norvegicus glutathione 
peroxidase 4 (Gpx4), 
mRNA.11/22Length = 872 


glutathione peroxidase 4 


1959 


20702 


NM_017166 


j,k,y,z 


r\duus norvegicus statnmin l 
(Stmnl), mRNA. 11/22Length = 
154 


Leukemia-associated cytosolic phosphoprotein 
stathmln 


1960 


20919 


NM.017172 


a 


Rattus norvegicus zinc finger 
(jiuimii oo, uon iype-iiKe i 
(Zfp36H), mRNA.5/22Length = 
2741 


zinc finger protein 36, C3H type-like 1 


1961 


17301 


NMJM7173 


c,f,g,j,k,y,z 


Rattus norvegicus serine (or 
uybieine; proieinaseinniDitor, 
cladeH, member 1 (Serpinhl), 
mRNA. 11/22Length = 263 


serine proteinase inhibitor, clade H (heat shock 
protein 47), member 1 


1962 


9378 


NM_017174 


m 


r\auus norvegicus 
phosphoiipase A2, group 5 
(Pia2g5), mRNA.11/22Length = 
183 


phosphoiipase A2, group V 


1963 


19031 


NM.017180 


p,q 


rtauus norvegicus i -ceil death 
associated gene (Tdag), 
mRNA.11/22Length = 1353 


T-cell death associated gene 


1964 


1488 


NM.017182 


h 


rvaiius norvegicus n^A nistone 
famiiy, member Y(H2afy), 
mRNA. 1/22Length = 157 


H2A histone family, member Y 


1965 


5676 


NM.017188 


ee.ff 


lD of f i 1 o nArviAni/Mio 1 IMP AAC\ 

rxaiius norvegicus UNu-ny 
homolog (C. elegans) 
(UncH9),mRNA.11/22Length = 
1264 


UNC-119 homolog (C. elegans) 


1966 


9124 


NM.017199 


h.i.hh 


ramus norvegicus signal 
sequence receptor 4 (Ssr4), 
mRNA.11/22Length = 757 


signal sequence receptor, delta 


i 

1967 


20779 


NM_017201 


b,l,m 


Doth lo nnnionl/uiA O 

r\diiub norvegicus o- 
adenosylhomocysteine 
hydrolase (Ahcy).mRNA. 
11/22Length = 229 


S-adenosylhomocysteine hydrolase 


1968 


14694 


NM_017202 


aa 


Kattus norvegicus cytochrome 
c oxidase, subunit 4a (Cox4a), 
mRNA. 11/22Length = 696 


cytochrome c oxidase, subunit IVa 


1969 


24859 


NMJ317206 


h,l 


Rattus norvegicus solute carrier 
Tamiiy o, memoer b 

(Slc6a6),mRNA.11/22Length = 
2489 


Solute carrier 6 .member 6 (taurine transporter) 




10938 


^MJ017212 


,kk 


Rattus norvegicus microtubule- 
associated protein tau 
(Mapt),mRNA.11/22Length = 
524 


mfrotubule-associated protein tau 


! 






a 


Rattus norvegicus microtubule- 
assodaled protein tau 
[Mapt),mRNA.11/22Length = 
524 


microtubule-assocfated protein tau 
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TABLE 


1 •;:<■ ■ 

' GUGC IC 


: (ienaank Ace. 

Ma- ".. 


MpdelCbdel; 




Ally, txei* <t*fyzi-ouyu-U1 -WO/21 05485 

:>-.':*"■ . ■ / 
UnigeneSeq^ 


1971 


1527 


' NM_017220 


ee,ff 


rvdiiub norvegicus o-pyruvoyi- 
tetrahydropterin synthase (Pts), 
mRNA. 11/22Length = 1176 


6-pyruvoyl-tetrahydropterin synthase 


1971 


20632 


NM_017220 


aa,bb 


Rattus norv6gIcus 6-pyruvoyl- 
tetrahydropterin synthase (Pts), 
mRNA.11/22Length = 1176 


ESTs 


1971 


19926 


NMJ317220 


l,m 


nanus norvegicus o-pymvoyl- 
tetrahydropterin synthase (Rs), 
mRNA. 11/22Length = 1176 


ESTs 


1972 


11989 


NMJ317222 


hh 


Rattus norvegicus solute carrier 
family 1, member 2 (Slc1a2), 
mRNA. 11/22Length = 4269 


ESTs 


1972 


18967 


NM_017222 


r 


Rattus norvegicus solute carrier 
lamuy i, memoer d. (oiciaz), 
mRNA. 1 1/22Length = 4269 


ESTs 


1973 


1510 


NM.017224 


II 


Rattus norvegicus solute carrier 
family 22 (organic anion 
iransporier;, memoer o 
(Slc22a6), mRNA. 1/22Length = 
2227 


solute carrier family 22 (organic anion transporter), 
member 6 


1974 


15108 


NM_017226 


u,v 


Rattus norvegicus peptidyl 
arginine oeiminase, type 2 
(Pdi2),mRNA.11/22Length = 
457 


ESTs, Highly similar to RS18J-HJMAN 40S 
ribosomal protein S18 (KE^3) (KE3) [R.norvegicus], 
peptidyl arginine deiminase, type II 


1974 


18148 


NM.017226 


n,o 


Rattus norvegicus peptidyl 
arginine deiminase, type 2 
(Pdi2),mRNA.11/22Lenglh = 
457 


peptidyl arginine deiminase, type II 


1975 


24598 


NMJ)17231 


hh 


Rattus norvegicus 1 
phosphatidylinositol transfer 
protein (Pitpn), mRNA. 
11/22Length = 1638 


phosphatidylinositol transfer protein 


1976 


20193 


NMJ)17232 


P,q 


Kattus norvegicus 
prostaglandin-endoperoxide 
synthase 2 (Rgs2), mRNA. 
11/22Length = 444 


prostaglandin-endoperoxide synthase 2 


1977 


15598 


NM_017236 


'1 


Rattus norvegicus 
pnospnatiayietnanolamine 
binding protein (Pbp), mRNA. 
11/22Length = 175 


phosphatidylethanolamine binding protein 


1978 


1498 


NM_017239 


d 


Rattus norvegicus myosin 
neavy cnam, polypeptide 6 
(Myh^.mRNAH^Length^ 
593 


myosin heavy chain, polypeptide 6, cardiac muscle, 
alpha 


1978 


1497 


NMJJ17239 


d 


Rattus norvegicus myosin 
heavy chain, polypeptide 6 
(Myh6),mRNA.11/22Length = 
593 


myosin heavy chain, polypeptide 6, cardiac muscle, 
alpha 


1973 


20482 


NM.017240 ( 


;,g 


Rattus norvegicus myosin 
icavy criam, puiypepiltfc 7 
(Myh7) l mRNA.11/22Length=: 
5925 


myosin heavy chain, cardiac muscle, fetal 
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ITABLEt ' ~ — ?! r * 


ISEdlE 


* IG^nBank Acc 
j GLGC; : fD)|Siq;. y<;:y 


. lyjodej Code 


, Rn#n;:Gehe Nameb \ $ ■/";. . 


_ Atty, Ref, 449/l-b0y04)1-WO/2105485 

' • !! ■■ v '■" '■ 
. ' ypIgepe/jSi^piBnce^us^ Title. ' ' ' , 


197 


9 2048 


•3NMJM7240 


d 


Rattus norvegicus myosin 
heavy chain, polypeptide 7 

(Myh7),mRNA.11/22Length = 
5925 


_ myosin heavy chain, cardiac muscle, fetal 


197 


9 2048 


4NMJ)17240 


e 


Rattus norveaicus nivalin 

heavy chain, polypeptide 7 

(Myh7),mRNA.11/22Length = 
5925 


myosin heavy chain, cardiac muscle, fetal 


j 197< 


) 378 


3NMJ17240 


c,g 


Rattus norveaictK mvncin 

" iiwi i wyiuu J illy WO Ml 

heavy chain, polypeptide 7 
(Myh7),mRNA. 11/22Length = 
5925 


EST 


198C 


1756' 


I NMJJ17245 


l,m 


• wnua i iwj vcy iuuo culxdryOUC 

translation elongation factor 
2(Eef2), mRNA.11/22Length = 
2626 


eukaryotic translation elonqation factor 2 


1980 


17562 


NMJH7245 


hJ 


RattUS nOrVeOirilQ PI ikarwnf ir» 

translation elongation factor 
2(Eef2), mRNA.11/22Length = 
2626 


eukaryotic translation elongation factor 2 


1981 


17501 


NMJM7248 


l,m 


Rattus norveniri)^ 
heterogeneous nuclear 
ribonucleoprotein A1(Hnrpa1), 
mRNA. 11/22Length = 1696 


heterogeneous nuclear ribonucleoprotein A1 


1981 


17502 


NMJ17248 


l,m 


Rattus norvegicus 
heterogeneous nuclear 
ribonucleoprotein A1(Hnrpa1), 
mRNA. 11/22Length = 1696 


heterogeneous nuclear ribonucleoprotein A1 


1982 


16601 


NMJM7252 


s,t 


Rattus norveaicus phi I 
domain, class 3, transcription 
factor 4(Pou3f4), mRNA. 
11/22Lpnnth = 195 


POU domain, class 3, transcription factor 4 


! 1983 


1496 


MM 017955 


aa.bb 


Kattus norvegicus purinergic 
receptor P2Y, G-protein coupled 
2(P2rv2) mRNA 11/991 onnth 
= 211 


purinergic receptor P2Y, G-protein coupled 2 


! 1984 


1Q 


MM A179RQ 




Rattus norvegicus B-cell 

ranslocation npno 1 /Rfnl\ 

7iRNA.11/22Length = 1464 


3-ceil translocation gene 1 . anii-proiiferative 


1985 


15300 > 


MM.017259 t 


t 


Kattus norvegicus B-cell 

ranslnratinn nono 9 /RtnON 
lanoiuoauuil yfcJilc c. (DlyZl, 

nRNA.11/22Length = 2519 1 


Early induced gene, B-cell translocation gene 2 


1985 


15301 r 


4M 017259 i 


t 

k.D.Q.v 7 na r 


Rattus norvegicus B-cell 
ranslocation gene 2 (Btg2), 

nRNA 1 1/991 anrtth — r 

iir\iNrt. i i/zzLengin = \ 


Early induced gene, B-ceil translocation qene 2 


1985 


15299 f 


1M_017259 v 


t 

.2 


Rattus norvegicus B-cell 
ranslocation gene 2 (Btg2), 
iRNA.11/22Length = 2519 E 


larly induced gene, B-cell translocation gene 2 


1 
* 

1986 


7593 f\ 


M.017260 w 


5 
P 

'»x 1 


-tenus norvegicus arachldonate 
-lipoxygenase activating 
rotein (Alox5ap), mRNA. 
1/22Length = 54 a 


rachidonate 5-lipoxygenase activating protein 


! ! 

L 1986: 


7594lN 


MJ)17260 lw 


F 
5 
P 

,xJ! 1 


kattus norvegicus arachldonate ~ 
-lipoxygenase activating 
rotein (AioxSap), mRNA. 
1/22Length = 54 U 










rachidonate 5-lipoxygenase activating protein 
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TABLE 1 



1987| 20600 



1987 20601 



1989[ 20281 



1990 17959 



NM.017268 



>» j~ . . . 



NML017268 lr 



1991 15142 NM,017278 ll.m 



1992 15538 



1993| 20579 



1994 12347 



NM_017277 Is.t 



NM_017288 aa.bb 



1994 12349 



1995 



1996 23825 



1997 1028 



NMJ)17290 II 



NM_017290 laa 



NM_017297 ii 



t<^owri Gene Name 
Rattus norvegicus 3-hydroxy-3- 
methylglutaryl-Coenzyme 
Asynthase 1 (Hmgcsl), mRNA. 

11/22Length = 3275 

Kattus norvegicus 3-hydroxy-3- 



methylglutaryl-Coenzyme 
Asynthase 1 (Hmgcsl), mRNA. 
11/22Length = 3275 
Rattus norvegicus aldehyde 
dehydrogenase family 1, 
subfamily A4(Aldh1a4) ( mRNA, 
11/22Length = 224 
Rattus norvegicus glycerol 
phosphate 
acyltransferase.mitochondrial 
(Gpam), mRNA. 11/22Length = 
2646 



Rattus norvegicus adaptor 
protein complex AP-1, beta 1 
subunit(Ap1b1), mRNA. 
11/22Length = 3679 



Rattus norvegicus proteasome 
(prosome, macropain) subunit, 
alpha type 1 (Psmal), mRNA. 
11/22Leng!h = 1174 I v pf >i 

Rattus norvegicus proteasome tu ~ 



(prosome, macropain) subunit, 
alpha type 6 (Psma6), mRNA. 
11/22Length = 932 



proteasome (prosome, macropain) subunit, alpha 



NMJ17299 



NM_017304 



cc,dd 



Rattus norvegicus sodium 
channel, voltage-gated, type 1, 
beta polypeptide (Sen 1b), 
mRNA. 11/22Length = 149 



proteasome (prosome, macropain) subunit, alpha 
type 6 



Rattus norvegicus ATPase, 
Ca-H- transporting, caniiac 
muscle.slow twitch 2 (Atp2a2), 
mRNA. 1 1/22Length = 5648 
Rattus norvegicus ATPase, 
Ca++ transporting, cardiac 
muscle : slow twi^ 2 'Atp2a2), 
mRNA.11/22Len ath = 5648 ' 

Doi»..« ri — _ . ; ■■ — j — 



sodium channel, voltage-gated, type I, beta 
polypeptide 



Rattus nor*eg»cus potassium 
inwardly-rectifying channel, 
subfamily J, member 5 (Kcnj5), 
mRNA. 1/22Length = 3156 



ATPase, Ca++ transporting, cardiac muscle, slow 
twitch 2 



ATPase, Ca++ transporting, cardiac muscle, slow 
twitch 2 



Rattus norvegicus solute carrier 
family 19, member 1 (Slc19a1), 
mRNA. 1 1/22Lenp th = 249 
KdUus norvegicus potassium 
voltage gated channel, 
shakerrelated subfamily, beta 
member 2 (Kcnab2), mRNA. 

|11/22Length = 17 

rcalws nofvegicus GMjiSmafe- ' 
cysteine llgase (gamma- 
glutamylcystelne synthetase), 
regulatory (Gldr), mRNA 
11/22Lenath = 1382 



potassium inwardly-rectifying channel, subfamily J, 
member 5 



solute carrier family 19 (sodium/hydrogen 
exchanger), member 1 



potassium voltage gated channel, shaker related 
subfamily, beta memberj 



WO 2004/063334 



PCT/US2004/000240 



TABLE 1 " " er- 


SEQIl 
1« 


. vi vj ;|tienBanfcAc 
y GLGG ID No, • 

% 18687 NM_017306 


• Modei;'Co^e ; "* 
_hh 


Rattus norvegicus dodecenoy 
coenzyme A delta isomerase 

(DoW mRMA H 4 /Oil « iL 

\uci) t mKNA. ll/22Length = 
987 


Atty. Ref. 44921-509(K)1-WO/2105485 
\\. Qriigene'Seq^ • ' :■ * •;. : -. 

Rat mRNA for delta3, delta2-enoyl-CoA isomerase, 
dodecenoyl-Coenzyme A delta isomerase (3,2 trans 
enoyl-Coenyme A isomerase) 


20C 


0 1684 


4NM.017311 


n o 


kattus norvegicus ATP 
synthase, H+ 

transporting, mitochondrial F 
complex, subunit c, isoform 1 
(Atp5g1), mRNA.11/22Length 

CCA 

OOI 


= ATP synthase, H+ transporting, mitochondrial F0 
complex, subunit c (subunit 9), isoform 1 


200 


1 190 


4NMJ17315 


u,v 


Kattus norvegicus sodium- 
coupled ascorbic acid 
transporter 1 (SVCT1), mRNA. 
n/^Lenqtn = 2472 


Rat VL30 element mRNA 


200; 


I 189- 


4NMJ17320 


b.l.m.kk 


Kattus norvegicus cathepsln S 
(Ctss), mRNA. 8/22Length = 
33 


cathepsin S 


200c 


\ 2453: 


iNM_017328 


n,o h 


Kattus norvegicus 
ahosphoglycerate mutase 2 
Pgam2), mRNA. 11/22Length = 
'98 


Phosphoglycerate mutase 2 


2004 


24248 


NMJ317332 


Rattus norvegicus fatty acid 
synthase (Fasn), mRNA. 
e i99 1 1 /22Lennth = Q1 ^fi 


fatty acid synthase 


2005 


355 


NMJM7334 


Kattus norvegicus CAMP 
responsive element modulator 

aj.k.p.q.y.z.ee (Crem),mRNA. 1/22Length = 

ft 436 




2005 


35d 


NM.017334 


nanus norvegicus CAMP 
responsive element modulator 
(Crem),mRNA. 1/22Length = 
a,j,k,p < q l kk 436 


CAMP responsive element modulator 


2006 


16382 


NML017343 


Rattus norvegicus myosin 
regulatory light chain (MRLCB) 
cc » dd mRNA. 6/21 Lenath = 1 139 


CAMP responsive element modulator 

myosin regulatory light chain 


2006 


20848 I 


WJM7343 I 


Rattus norvegicus myosin 
regulatory light chain (MRLCB) 
3b,hhjj,kk mRNA. 6/21 Lenath = 1 139 i 




2006 


20849 f 


JMJM7343 


Rattus norvegicus myosin 
regulatory light chain (MRLCB) 
5 mRNA. 6/21 Lenath = 1139 F 


*at mRNA for myosin regulatory light chain (RLC) 


2007 


17782 N 


IMJ17344 e 


Kauus norvegicus glycogen 
synthase kinase 3 alpha 
(Gsk3a), mRNA. 11/22Length = 
2155 q 


tet mRNA for myosin regulatory light chain (RLC) 
lycogen synthase kinase 3 aloha 


2008 


15037 N 


MJM7347 e 


Kattus norvegicus mitogen 
activated protein kinase 3 
(Mapk3), mRNA. 11/22Length = 
1238 


itogen activated protein kinase 3 


2009 


468 N 


IW.017348 w 


Rattus norvegicus choline ~ 
transporter (CHOT1), mRNA. 
x 11/2Length = 3972 c y 


loline transporter 


2010 


24428|Nf 


Q17356 [|| 


Kattu s norvegicus neural visinln ~~ 
like Ca2-Kbinding protein type3 
(NVP-3), mRNA.11/2Length = 

' 115 [a 


ura) vislnin-like Ca2-Kbinding protein type 3 
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TABLE 

SEQIDj. 


1 

GCG'OJD 


i <?enBank Acc. 

No. !-, 






Atfv Ref 44Q91 5flnn_fH wn/o-mcyiQc 


2011 


17202 


I NMJ317357 


gg 


' »*>* ****** uui «&vjibuo iicuiai v ion in 

like Ca2+-binding protein type2 
(NVP-2), mRNA.11/2Length = 
663 


neural visinin-iike Ca2-Hainding protein type 2 


2012 


20417 


NMJ)17359 


h.l.hh 


Rattus norveoiciis ra<;-rp I atpd 
protein rab1 (Rab1), mRNA. 
11/2Length = 991 


ras-related protein rab10 


2013 


20232 


NMJ)17364 


u V 


Rattus norveaifuiQ Panrrpa*; 
zinc finger protein, see 
aisoD1Bda1\2(Znf146), mRNA. 

5/22l_pnnth = 1 57fl 


Pancreas zinc finger protein, see also D1Bda1Q\2 


2014 


1581 


NM_017365 


I d a s t 


Rattus norvegicus PDZ and LIM 
domain 1 (Pdliml), 

mRNA 11/291 Pnnth - ^0.9 


PDZ and LIM domain 1 (elfin) 


2015 


20536 


NMJM9122 


b I m u v 

1 l|Uj V 


Rattus norvegicus 
Synaptotagmin 3 (Syt3), mRNA. 

11/291 pnnth = 9Qfi 


Synaptotagmin 3 


2016 


20778 


NM..019124 


II 


Rattus norvegicus rabaptin 5 
(LOC5419), mRNA. 

1 1/22Lpnnth = 14fi5 


rabaptin 5 


2017 


20318 


NMJJ19127 


n,o 


Rattus norvegicus interferon, 
beta 1, fibroblast (Ifnbl), mRNA, 

1 1 /29I pnnth - 


Interferon, beta 1, fibroblast 


2018 


455 


NMJ)19131 


b,u,v 


Rattus norvegicus tropomyosin 
1, alpha (Tpml), mRNA, 
11/22Length = 14 


Tropomyosin 1 (alpha) 


2018 


461 


NMJ)19131 


b,l,m 


Rattus norvegicus tropomyosin 
11/22Length = 14 _j 


Tropomyosin 1 (alpha) 


2019 


15975 


NM_019132 


ii 


Rattus norvegicus Guanine 
nucleotide-blndinn nrhtpin f5-c 
alphasubunit, Genbank no 
U51565 (Gnas), mRNA 
11/22Length = 1738 


Guanine nucleotide-binding protein G-s, alpha 
subunit 


2020 


16227 


NMJM9137 


!,m 


Rattus nnn/pninjQ parlw nrmirfh 

i\auuo iiuivcyjuuo cany yiuwin 

response 4 (Egr4), mRNA. 
11/22Length = 2145 


Zinc-finger transcription factor NGFI-C (early 
response gene) 


2021 


14973 


NM_019140 


33 


rvauuo mui vcyiuuo piUlcin 

tyrosine phosphatase, receptor 
type, D (Ptprd), mRNA. 

11/291 e^nnih - fi4fiQ 


Protein tyrosine phosphatase, receptor type, D 


2022 


5618 


NM_019143 


St 


Rattus norvegicus Fibronectin 1 
(Fn1), mRNA.11/22Length = 
8329 


Fibronectin 1 


2022 


5622 


NM_019143 




Rattus norvegicus Fibronectin 1 
(Fn1), mRNA.11/22Length = 


Fibronectin 1 


2023 


278 


NM_019150 


aa,bb 


Rattus norvegicus urocortin 
(Ucn), mRNA.11/22Length = 


urocortin 


2024 


20863 


NM.019152 


cc,dd 


Rattus norvegicus calpain 1 
(Capnl), mRNA. 11/22Length = 
2917 


caipain 1 


2025 


6451 


NMJ319153 


f,g 


Rattus norvegicus fibulin 5 
(Fbln5), mRNA.11/22Length« 
234 


fibulin 5 


2026| 


24362 


NIVL019156 


i.kk 


Rattus norvegicus vitronectin 
(Vtn), mRNA11/22Length = 
1588 


vitronectin 
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TABLE 

SEQID 


1 

, GLGG I 


. ijenBaqfrAcc 


[Model Code : f 


j KnovyniGerie Name *J$&\ ' 


Atty. Ref, 44921-509041-WO/2105485 ' "~1 
ui »yei {.o oe^uence L/lUStei>J tyf e . «i- vl 


202 


7 2044 


GNMJ)19166 


b.l.m 


Rattus norveglcus synaptogyri 
IfSyngrl), mRNA.11/22Lengtl 
= 879 


n 

h 

synaptogyrin 1 


202 


3 748 


5 NM_019169 


|n,o 


Kattus norvegicus synuclein, 
alpha (Snca), mRNA. 

1 1/291 Pnnth - 110 


synuclein, alpha j 


202< 


5 1706, 


3 NM.019170 


f.q 


Rattus norveglcus carbonyl 
reductase 1 (Cbr1), mRNA. 

11/721 pnnth -HQ 

i i/££Lcngin — no 


carbonyl reductase 1 I 


202$ 


i 1706< 


1 NM.019170 


f,g 


Rattus norvegicus carbonyl 
reductase 1 (Cbr1), mRNA. 
11/22Length = 118 


carbonyl reductase 1 


202$ 


I 17066 


i NMJ19170 


9 


Rattus norvegicus carbonyl 
reducta^p 1 /Phrn mPMA 

11/22Length = 118 


carbonyl reductase 1 


2030 


1174 


NM_019184 


|c 


Rattu*5 nnrvpni<^nc C^xAnrhmrr*** 

i\anuo uui vcyioub L^yiocnrome 
P45 t subfamily IIC (mephenytoiri 
4-hydroxylase) (Cyp2c) ( mRNA. 

11/991 onnfh — 1Q£fi 


Cytochrome P450, subfamily IIC (mephenytoin 4- 
hydroxylase) 1 | 


2031 


23481 


NMJ19185 


aa.bb 


Rattus norveglcus GATA- 
blnding protein 6 (Gata6), 
mRNA. 3/21 Length = 1844 


GATA-binding protein 6 


2032 


24019 


NMJ19186 


j,k 


i \auuo i vcy luuo nUr* 

ribosylation-like 4 (Ari4), mRNA. 
11/22Length = 167 


ADP-ribosylation-like 4 j 


2033 


15244 


NMJ)19191 


II 


Rattll*? nnrvpnipiie MAH 
i tiui vcyiuub IVIML/ 

homolog 2 (Drosophila) 
(Madh2), mRNA. 11/22Length = 
211^ 


MAD homolog 2 (Drosophila) 


2034 


21421 


NMJ319196 


I! 


Rattus norvegicus multiple PDZ 
domain protein (Mpdz), 
iiirMNA. i i/^iLengin ~ /516 


multiple PDZ domain protein 


2035 


18572 


NM_019201 


n,o 


Kattus norvegicus C-terminal 
binding protein 1 (Ctbpl), 

mRNA 1 1/991 AnnfK — 1^1 


C-terminal binding protein 1 | 


2035 


18573 


W_019201 1 




Rattus norvegicus C-terminal 
binding protein 1 (Ctbpl), 

mRNA 11/991 onnth — Oiio 

urviNM. i i/zzLengin = z43 


C-terminal binding protein 1 I 


i 

2036 




MJ319208 i 


< 

r 

1 i 


Kattus norvegicus multiple 
sndocrine neoplasia 1 (Men1), 

TtRNA 1 1 /99I onntk — OC"7 

iif\i\A\. i i/^zLengtn = 367 i 


nultiple endocrine neoplasia 1 


2037 


18569 r 


slM_019212 f 


( 

,w,x,hh 1 


Rattus norvegicus actin alpha 1 
Actal), mRNA. 1/22Length = 
134 


ictin, alpha 1 , skeletal muscle | 


2038 


2632 


JMJ)19213 c 


t 

c,dd n 


r\duub norvegicus jumping 
ranslocation breakpoint (Jtb), 
nRNA. 1 1/22Length = 897 j 


jmping translocation breakpoint 


2039 


2079 N 


MJM9220 c 


1 

t< 
n 


kattus norvegicus amino- 
srminal enhancer of split (Aes), 
iRNA.1/22Length = 1356 a 


mino-terminaJ enhancer of split I 


! 1 

! 

3Q4o! 15347^ 


I 

MJM9222 111 


1 

a 
11 

ll 


kattus norvegicus corc^in, 
ctin-binding protein, 
B(Coro1t>), mRNA. 
1/22Length == 18 Q 


oronin, actin binding protein 1B | 
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TABLE 4 - y~T~- ' 7T* r—r-r r- 

Z - : -h-- |^ 6 nh a nl,A^.| r . :.-| ,/ . '-^^-^44^1-5090^1 ^ 0/2105^ 



2042 



2043 



2044 



2045 



2046 



2047 



2048 



2049 



_2093g[NM,019223 Ihh 



a,p,q,y,z,bb,ee 
17908 N1Q19242 Lff 



Rattus norvegicus NADH 
dehydrogenase Fe-S protein 6 

(Ndufs6),mRNA.11/22Lenglh = 

351 

Rattus norvegicus 



Kattus norvegicus interferon- 
related developmental regulator 
1 (Ifrdi), mRNA. 5/22Length = 
1736 



serum/glucocorticoid regulated 
kinase (Sgk), mRNA. 

C-proteinase enhancer 
protein{Pcolce), mRNA. 
11/22Length = 1547 



Rattus norvegicus 
prostaglandin F2 receptor 



24849 NM_019248 [aa.bb 



2050 



2050 



2051 



2052 



23419 NMJ)19257 t 



21443 NM_019262 |kk,|[ 



21444 



1143 



20734 



2052 



2053 



20735 



NM.019262 jj.kk 



NIVL019283 



NMJ)19283 



8200 



NMJ19285 



Kattus norvegicus paired-like 
homeodomain transcription 
factor 3 (Pitx3), mRNA 
11/22Length = 1253 



prostaglandin F2 receptor negative regulator 



Kattus norvegicus neural 

receptor protein-tyrosine kinase 

(Ntrk3) ( mRNA11/22Length = 
2682 



Kattus norvegicus ral guanine 
nucleotide dissociationstimulator 
(Ralgds), mRNA. 11/22Length = 

3665 

kius norvegicus splicing 
factor, arginine/serine-rich 5 
(Sfrs5), mRNA11/22Length = 
2781 



Kattus norvegicus complement 
component 1, q subcomponent, 
betapolypeptide (C1qb), mRNA. 
1/22Length=:1136 



Kattus norvegicus complement 
component 1, q subcomponent, 
betapolypeptide (C1qb), mRNA. 
1/22Length = 1136 
Kattus norvegicus gap junction 
membrane channel protein 
alpha 5(Gja5), mRNA 
1/22Length = 3115 



kattus norvegicus solute carrier 
family 3, member 2 

(S!c3a2) im RNA11/22Length = 
9£ 

Kattus norvegicus sdute carrier 
famiiy 3, member 2 

lofcoa^mKN*. 'ii/22Lenqm = 
194 

Kattus norvegicus adenylyl 

cyclase 4 (Adcy4), mRNA 

11/22Length = 3357 



ral guanine nucleotide dissociation stimulator 



splicing factor, arginine/serine-rich 5 (SRp40. HRS) 



complement component 1, q subcomponent, beta 
polypeptide 



complement component 1, q subcomponent, beta 
polypeptide 



gap junction membrane channel protein alpha 5 
fonnexin 40) 



solute carrier family 3 (activators of dibasic and 
neutral amino acid t"~ " ~ 



soiute earner family 3 (activators of oTDasic ana 
neutral amino acid transport), member 2 
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TABLE ' 


1 




s?. -v Atty. Ref. 44921 -5090^1-wn/9in^4flfi 


SEQIID : 


GLGG'iD 


uetjbanKAcc, 


■ v ' 
Model^QpcJeJ; 


Known Gerter^'e^L'" 1 ■ 


. [ ■ ■ .'h-/--': ■ '. . .-v." ■ >• . 
Qhi^ene}Sequence Cluster title' = . -T 


2054 


10015 


NMJ)19289 


n.ojj.kk.il 


Rattus norvegicus Actin-related 
protein complex 1b 
(Arpc1b) > mRNA.11/2Length = 
143 


Actin-related protein complex 1b 


2054 


10016 


NM.019289 


a.ojj.kkjl 


Rattus norvegicus Actin-related 
protein complex 1b 
(Arpc1b) ) mRNA.11/2Length = 
143 


Actin-related protein complex 1b 


2055 


23679 


NMJ)19290 


p.q 


Rattus norvegicus B-celi 
translocation gene 3 (Btg3), 
mRNA.11/22Length = 1259 


B-cell translocation gene 3 


2056 


15056 


NMJJ19291 


b,c 


Rattus norvegicus carbonic 
anhydrase2(Ca2), mRNA. 
11/22Length = 1459 


carbonic anhydrase 2 


2057 


17507 


NMJM9299 


f.g 


Rattus norvegicus ciathrin, 
heavy polypeptide (He) 
(Cltc) t mRNA.11/22Length = 
671 


ciathrin, heavy polypeptide (He) 


2058 


24674 


NM_019328 


I* 


Rattus norvegicus nuclear 
receptor subfamily 4, group A, 
member 2 (Nr4a2), mRNA 
11/22Length = 22 


nuclear receptor subfamily 4, group A, member 2 


2059 


16330 


NMJ319331 


h.I.II 


Kattus norvegicus Proprotein 
convertase subtilisin/kexin type 
3 (paired basic amino add 
cleaving enzyme, furin, 
membrane associated receptor 
protein) (Pcsk3), mRNA. 
1/22Length = 4259 


Paired basic amino acid cleaving enzyme (furin) 


2060 


1238 


NM.019333 


gg 


Rattus norvegicus6- 
phosphofructo-2-kinase/fructose- 
2,6-biphosphatase 4 (Pfkfb4), 
mRNA,11/22Length = 1739 


6-phosphofructo-2-kinase/fructose-2,6- 
biphosphatase 4 I 


2061 


52 


NM_019335 


d 


Rattus norvegicus Protein 
kinase, interferon-inducible 
doublestranded RNA dependent 
(Prkr), mRNA. 11/2Length = 388 


Protein kinase, interferon-inducible double stranded 
RNA dependent 


2062 


2088 


NM_019341 


aa.bb 


Rattus norvegicus regulator of 
G-protein signaling 5 
(Rgs5),mRNA11/22Length = 
546 


regulator of G-protein signaling 5 1 


2063 


22675 


NM.019358 


a.n.o.kk 


Rattus norvegicus glycoprotein 
38(Gp38), mRNA.11/22Length 
= 1854 


glycoprotein 38 


206*1 


23491 




r 

r 


Rattus norvegicus calponin 3, 
acidic (Cnn3), mRNA. 
o/zzLengtn - iyo<c 


calponin 3, acidic 


2065 


23225 


NMJJ19360 


C 


Rattus norvegicus cytochrome 
oxidase subunit Vic (Cox6c), 
mRNA. 11/2Length = 418 


cytochrome oxidase subunit Vic 


1 
1 

L _ 20661 


18819 


NMJ19367 


l,m 


Rattus norvegicus paJmitoyl- 
protein thioesterase 2 

(PpB) l mRNA.11/22Lflngih» 
166 ! 


palmitoyl-protein thioesterase 2 
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TABLE I;, 



SEQ ID, 



GLGtejD 



nBarilc-Acc, 

No;.» : . 



Model- Code 



fapv^Gene^ 



Atty, Ref. 44921-5090-01-VVO;2105485 



|lnlger)e Se^ueripe'ciuster Title ; : y • 



2066 



NM_019367 



Rattus norvegicus palmitoyl- 
proteln thioesterase 2 
(Ppt2),mRNA.11/22Length = 



palmitoyl-protein thioesterase 2 



2067 



1323 NM_019371 



c.aa.bb.ii 



Rattus norvegicus EGL nine 
homo!og3(C. elegans) (Egln3), 
mRNA, 11/22Length = 2825 



EGL nine homolog 3 (C. elegans) 



2067 



1324 NMJ19371 



f.g.aa.bb.kk 



Rattus norvegicus EGL nine 
homolog 3 (C. elegans) (Egln3), 
mRNA. 11/22Lengih = 2825 



2068 



20298 NMJH9374 



I,m 



Rattus norvegicus prodynorphin 
(Pdyn), mRNA.11/22Length = 
747 



EGL nine homolog 3 (C. elegans) 



prodynorphin 



18032 NMJH9380 



b,l,m 



Rattus norvegicus stromal cell 
derived factor receptor 1 (Sdfrl), 
mRNA. 11/22Length = 2369 



2070 



2453 



NIVL019385 



Rattus norvegicus golgi 
peripheral membrane protein 
p65(GRASP65),mRNA. 
11/2Length = 2493 



stromal cell derived factor receptor 1 



golgi peripheral membrane protein p65 



2071 



16 



NMJ019386 



cc.dd.kk 



2072 



904 



NM.019620 



2073 



574 



NM.019905 



a.h.l.z.aa.kk.ll 



Rattus norvegicus tissue-type 
transglutaminase (Tgm2), 
mRNA.11/22Length = 3393 



Rattus norvegicus Kruppel 
associated box (KRAB) zinc 
finger 1(Kzft) ( mRNA. 
11/2Length = 194 



Rattus norvegicus calpactin I 
heavy chain (Anxa2), mRNA. 
11/22Length = 1395 



tissue-type transglutaminase 



Kruppel associated box (KRAB) zinc finger 1 



calpactin I heavy chain, hydroxyacid oxidase 3 
(medium-chain), unknown Glu-Pro dipeptide repeat 
protein 



2074 



15911 



NMJ519907 



cc,dd 



Rattus norvegicus postsynaptic 
protein Cript (Cript), mRNA. 
11/22Length= 1435 



postsynaptic protein Cript 



2075 



18713 



NMJ320075 



P,q>s,t 



Rattus norvegicus eukaryotic 
initiation factor 5 (elF-5)(Eif5), 



mRNA. 1 1/2Lftngh = 354 



2075 



18715 



NMJ)20075 



ee.ff 



Rattus norvegicus eukaryotic 
initiation factor 5 {elF-5)(Eif5), 
mRNA. 11/2Length = 354 



eukaryotic initiation factors (elF-5) 



eukaryotic initiation factor 5 (elF-5) 



2076 



13486 



NM_020306 



aa.bb 



Rattus norvegicus a disintegrin 
and metalloproteinase 
domain17 (Adam17), mRNA. 
11/22Length = 4128 



2077 



20816 



NMJ321261 



Rattus norvegicus thymosin, 
beta 1 (Tmsbl), mRNA. 
1/22Length = 539 



a disintegrin and metalloproteinase domain 17 



2078 



15335 



NMJ)21264 



Rattus norvegicus ribosomal 
protein L35a (Rpl35a), 
'mRNVUI^Lenoth^g 



thymosin, beta 10 



ribosoma! protein L35a 



2079, 18729 | NM_021578 



rcauus norvegicus Ucmsiuinmig 
growth factor, beta 1 (Tgfbl), 
mRNA. 1 1/22Length = 1585 



transforming growth factor, beta-1 
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SEQ : [E 
208 


' GLpG : l 
0 1894 


.ItienBanKAGc 

^ No,,, ; ' ; 

6NMJ21584 


s,t 


Rattus norvegicus activity and 
neurotransmitter-induced early 
gene protein 4 (ania-4) (Ania4), 
mRNA.11/22Lenqth = 4831 


Atty, Ref/44921i5090-0l-Wn/9inMft^ — . 

Imp; " : v - 

, Mgege^Seq^^ ylf ; 

acMy and neurotransmitter-induced eariy gene 
Drotein 4 tania_d\ 


208 


1 2544 


5NMJ)21654 


r 


Kattus norvegicus gap junction 
membrane channel protein 
alpha 4(Gja4), mRNA. 
11/22Length = 12 


Gap junction membrane channel, protein alpha 4 
(connexin 37) 


208: 


I 2342- 


\ NMJ)21680 


j,k 


Rattus norvegicus 
neunexophilin 4 (Nxph4), mRNA 
11/22Length = 1265 


t-w i niymy birnnar to oYAJnulvlAN Alanyl-tRNA 
. synthetase (Alanine-tRNA ligase) (AlaRS) 
[H.sapiensJ 


208« 


1 19661 


NMJ)21686 


h 


Rattus norvegicus membrane- 
associated guanylatekinase- 
interacting protein (LOC59322), 
mRNA. 3/21 Length = 2691 


membrane-associated guanylate kinase-lnteracting 
protein 


2084 


19667 


NMJ)21690 


h 


Kattus norvegicus cAmp- 
regulated guanine nucleotide 
exchangefactor I (cAMP-GEFI) 
(Epac), mRNA. 11/2Length = 
3373 


vrvivii j cyuiaiea guanine nucleotide exchange 
factor l(cAMP-GEFI) 


2085 


22916 


NA/L021740 


ii 


Rattus norvegicus prothymosin 
alpha (Ptma), mRNA. 
11/22Length=:1182 


prothymosin alpha 


2086 


19710 


NM.021744 


aj,k,q,hh,kk 


Rattus norvegicus CD14 
antigen (Cd14), mRNA. 
11/22Length = 1591 


CD14 antigen 


2087 


20035 


NMJ)21754 


a,y,z 


Rattus norvegicus NoppH 
associated protein (Nap65) r 
mRNA. 11/2Length = 198 


Nopp140 associated protein 


2088 


17936 


NM 021766 


d.r.gg 


Rattus norvegicus progesterone 
receptor membrane component 
1(Pgrmc1), mRNA. 11/22length 
= 1885 


piuyesierone receptor membrane component 1 I 


2089 


22351 


NMJ)21835 i 


2e,ff 


Rattus norvegicus Avian 
sarcoma virus 17 (v-jun) 
oncogene homolog (Jun), 
mRNA. 4/22Length = 2573 


Avian sarcoma virus 1 7 (v-jun) oncogene homoloq 


2090 


20161 I 


MMJ)21836 j 


,k,p,q,r 


Kattus norvegicus jun B proto- 
Dncogene (Junb), mRNA. 
11/22Length = 135 j 


um d proio-oncogene | 


2091 


20177 f 


\IMJ)21867 c 


< 

Ui,kk 


Kattus norvegicus fibroblast 
jrowth factor 16 (Fgf16), mRNA. 
1/22Length = 624 f 


miopias! growtn Tactor 1 o [ 


2092 


243 h 


JMJJ21989 h 


i 
( 

•l.n,o ( !i 1 


Kattus norvegicus tissue ~r 
nhibitor of metailoproteinase 2 
Timp2), mRNA. 11/22Length = 
9 z 

r 


:STs, tissue inhibitor of metailoproteinase 2 ! 


2093 


17100 h 


IMJ22179 h 


3 

,l,w,x,dd 3 


kauus norvegicus Hexokinase 
(Hk3), mRNA. 12/2Length = 
692 h 


lexokinase3 | 


2094 


237801N 


MJ22183 111. 


I 

tc 
f 

kk 6 


-<attus norvegicus 
)poisomerase (DNA) 2 alpha 
rop2a), mRNA, 11/22Length = 
52 ir 
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TABLE 

SEQ:j,D 


1^ 

^ GL'GG II 


Genbank Acc 


,.- ■ * *• •;.■:••',«• - - 
■: Mode^Qode' 


l \ Xpown ; ;GeTiis ; Naiinrie ' / \ 


Atty. Ref, 44921-5090-01-WO/2105485 
y Unigene Se^uencejGpster:..^ . . ' ■ : ;. 

leukemia inhibitory factor 


209 


5 2020 


4NMJ)22196 


ee,ff,kk 


RattllS nOrVGnifilQ lonlramio 

inhibitory factor (Lif), mRNA. 
11/22Length = 69 


209 


5 2022 


5 NMJJ22198 


b,l,m 


RattUS nOrVeniPMC nniatii/n 
i >uuug it vi vcyiuUo (JUldllVc 

chloride channel (similar to 
MmClcn4-2) (LOC6586), mRNA 
12/2Lennth = 90AA 


putative chloride channel (similar to Mm Clcn4-2) 


209' 


f 20241 


3 NMJ322205 


li 


Rattus norvegicus Chemokine 
receptor (LCR1) (Cxcr4), mRNA 
5/22L pnnth = 1 5 


Chemokine receptor (LCR1 ) 


209f 


* 2045C 


) NMJ522239 


b.l.m.u.v 


Rattus norvegicus neuromedin 
(Nmu), mRNA.11/22Length = 
832 


neuromedin U 


209E 


) 762 


! NM_022245 


hj 


Rattus norvegicus cytochrome 
b5(Cyb5), mRNA. 12/2Length = 
751 


cytochrome b5 


210C 


6263 


NM.022251 


jj.kk 


Rattus norvegicus 
aminopeptidase A (Enpep), 

mRNA 12/2Lpnnth - A7K 


aminopeptidase A 


2101 


6585 


NMJ)22266 


q,kk 


Rattus norvegicus connective 
tissue growth factor (Ctgf), 

mRNA 11/991 on nth — oovic 


connective tissue growth factor 


2102 


13758 


NM_022289 


II 


Rattus norvegicus sorting nexin 
16(Snx16), mRNA.12/2Length 
= 1773 


ESTs 


2103 


23511 


NM_022294 


n,o 


i\auua mui vcyiuub c i l protein 
(EtI), mRNA. 12/2Lenqth = 4274 


ETL protein 


2104 


19423 


NM.022297 


u,v 


Rattus norvegicus 
dimethvlaraininp 
dimethylaminohydrolase 1 
(Ddahl), mRNA. 5/22Length = 
38 


dimethylarginine dimethylaminohydrolase 1 


2105 


17158 


NM_022298 


f,s,t 


Rattus norvegicus alpha-tubulin 
(Tubal), mRNA. 12/2Length = 
1617 


alpha-tubulin 


2105 


17160 


NM_022298 


D I m aa 


Rattus norvegicus alpha-tubulin 
(Tubal), mRNA.12/2Length = 

1fi17 


alpha-tubulin 


2105 


17161 I 


MMJJ22298 


3,z,kk 


Rattus norvegicus alpha-tubulin 
[Tubal), mRNA.12/2Length = 
1617 


alpha-tubulin 


2106 


18246 1 


V1MJ22300 I 


i 

ih r 


i\auud nuivtjytUUS Drain aCiOIC 

nembrane protein (Baspl), 
nRNA.12/2Lenqth = 124 [ 


Drain acidic membrane protein ! 


2107 


11454 r 


4M.022381 c 


( 
( 

Um.n.o.s.t 1 


Rattus norvegicus Proliferating " 
*en jiuLiear anugen 

Pcna),mRNA.11/22Length = 
16 * f 


Proliferating cell nuclear antigen 


2107 


11455 h 


JM.022381 s 


c 

( 
1 


Rattus norvegicus Proliferating " 
-ell nuclear antigen 

Pcna),mRNA.11/22Length = 
16 ' F 


Voiiferating ceil nuclear antigen 


2108 


695 N 


'NL022388 u 


I 

d 

R 

■v 1 


Partus norvegicus FXYD 
omain-containing ion transport 
3gulator4(Fxyd4), mRNA. 
1/22Len9th = 1362 


orticosteroid-induced protein 
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TABLE 1 r ~ Tsr. 


SEQ.ID 


. GLGC It 


'((ienbankAcc 

)No.: -y r. 




' kiiqwri GenfeNam^; ■ \A 


; • fj .•>; - ~ - — — : — 


210$ 


) 1348C 


) NM.022390 


I 


dihydropteridine reductase 
(Qdpr),mRNA.11/22Length = 
137 


quinoid dihydropteridine reductase 


211C 


) 2241; 


I NM__022392 


P.q 


Rattus norvegicus growth 
response orotein (CL- 
6)(LOC64194), mRNA. 
12/2Length = 241 


growth response protein (CL-6) 


2111 


2249c 


1 NM_022393 


a,p J q l oc l dd l ee 
ff,jj,kk 


Rattus norveaicus macronhaap 
galactose ^acetyl- 
galactosamine specific lectin 
(Mgl), mRNA. 1/22Length = 
1358 


macrophage galactose N-acetyl-galactosamlne 
speciiic lectin 


2112 


23061 


NMJ522394 


s,t 


Rattus norvegicus scaffold 
attachment factor B (Safb), 
mRNA.11/22Length = 3113 


scaffold attachment factor B 


2113 


18221 


NMJ322395 


cc.dd 


Rattus norvegicus 
mitochondrial processing 
peptidase beta (Pmpcb), mRNA. 
12/2Length = 157 


ESTs, Weakly similar to mitochondrial processing 
peptidase beta [Rattus norvegicus] [R.norvegicus], 
mitochondrial processing peptidase beta 


2114 


23705 


NM_022396 


ej.kji 


Rattus norveaicus auaninft 

■ w»*ww 1 IVI » vmivUm mUQJ III |C 

nucleotide binding protein 
gamma subunit 1 1 (Gng1 1), 
mRNA 1 2/2 L pnnth = tt7 


guanine nucleotide binding protein gamma subunit 
n 


2115 


23300 


NMJ322398 


ii.kk 


Rattus norvegicus 2- 
oxogiutarate carrier (LOC6421), 

mRNA 19/91 Pnnth - cm ft 


2-oxoglutarate carrier 


2116 


24536 


NM.022399 


h.l.n.o 


Rattus norvegicus calreticulin 
(Calr), mRNA.11/22Length = 
882 


calreticulin 


i 

2117 


24643 


NM_022400 


b,u,v 


Rattus norveaicus hranrhoH 
chain aminotransferase 2, 
mitochondrial (Bcat2), mRNA. 
11/22Lennth = 154ft 


branched chain aminotransferase 2, mitochondrial 


2118 


20915 


NM.022407 


kk 


Rattus norvegicus Aldehyde 
dehydrogenase 1, subfamily A1 
AldMaH mRMA 1/911 onn»h - 
212 


Aldehyde dehydrogenase 1 , subfamily A1 


2119 


8211 


NMJJ22500 


,kk 


Rattus norvegicus ferritin light 
chain 1 fRHl mRMA 

11/22Length = 552 


ferritin light chain 1 


2119 


8212 


NMJ)22500 


h.l.kkjl 


Rattus norvegicus ferritin light 
chain 1 (Fih\ mRMA 

11/22Length = 552 


ferritin light chain 1 


2120 


4259 


MM_022504 


r.g 


Rattus norvegicus ribosomal 
Drotein L36 /Rnftfi\ mRMA 

11/22Length = 364 


ibosomal protein L36 


2121 


8586 I 


W_022505 


i 

9 


Rattus norvegicus Rhesus 
Dlood group (Rh), mRNA. 
H/22Length = 1269 1 


Rhesus blood group 


2121 


6567 f 


MJ322505 1 


I 

3,U,V 1 


Rattus norvegicus Rhesus 
)lood group (Rh), mRNA. 
H/22Length = 1269 f 


Rhesus blood group 


i 

04 001 

L . * 


•I OCT K 


&UJ22510 c 


I 

;,kk 1 


Rattus norvegicus ritcsomal 
>rotein L4 (Rpl4), mRNA. 
1/22Length = 1387 r 


ibosomal protein L4 
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TABLED I 



SEpJIG) 



GLGP;JD 



Mb. 



Model Cbde^' 



Atty. Ret 44921 >509Q-0t>WO/21QS4flr 



Uriigene:geqoehc0 Clusterjffftje^ 



2123 2109 



2124 



2125 



2126 



2126 



NMJ)22511 



nAw^x 



Rattus norvegicus profilin 
(Pfn1), mRNA.12/2Length: 



3027 



3900 



3904 



NM_022514 



w,x 



Rattus norvegicus ribosoma! 
protein L27 (Rpl27), mRNA. 
11/22Length = 463 



profilin 



NM_022515 



cc.dd 



Rattus norvegicus ribosomal 
protein L24 (Rpl24), mRNA. 
11/22Length = 541 



NM_022516 



s,t 



Rattus norvegicus ribosomal 
protein L24(Rpl24), mRNA, 
11/22Length = 541 

Rattus norvegicus 
polypyrimidine tract binding 
protein (Ptb), mRNA. 
11/22Length = 2723 



ribosomal protein L27 



ribosoma) protein L24 



NMJ22516 



aa.bbjl 



Rattus norvegicus 
polypyrimidine tract binding 
protein (Ptb), mRNA. 
11/22Length = 2723 



polypyrimldine tract binding protein 



polypyrimidine tract binding protein 



2126 



162 



NM.022516 



!,U,V 



2127 



4145 



NM_022518 



kk 



2127 



4151 



NMJ)22518 



l,m 



2128 



4242 



NM„022521 



,l,m 



2129 4412 



NM.022523 



m 



Rattus norvegicus 
polypyrimidine tract binding 
protein (Ptb), mRNA. 
11/22Length=:2723 



Rattus norvegicus ADP- 
ribosylation factor 1 (Arfl), 
mRNA.11/22Lenqth = 9 



malate dehydrogenase mitochondrial 



Rattus norvegicus ADP- 
ribosylation factor 1 (Arf1), 
mRNA.11/22Length = 9 



ADP-ribosylation factor 1 



Rattus norvegicus ornithine 
aminotransferase (Oat), mRNA 
11/22Length = 1938 



ADP-ribosylation factor 1 



Rattus norvegicus CD151 
antigen (Cd151), mRNA. 
11/22Length = 1668 



ornithine aminotransferase 



CD151 antigen 



2130 



4601 



NMJ)22524 



Rattus norvegicus sushi-repeat- 
containing protein (Srpx), 
mRNA.11/22Length = 1827 



2132 



6100 



NMJ)22531 n.o 



2133 



6577 



NMJ)22532 



2134 



7505 



NWLC22534 



_21-35, 8097, NM, 022536 



Rattus norvegicus plasma 
glutathione peroxidase 
precursor(Gpxp), mRNA. 
12/2Length = 134 __ 

Kattus norvegicus desmin 
(Des), mRNA.11/22Length* 
2169 



sushi-repeat-containing protein, X chromosome 



desmin 



u,v 



hL 



Rattus norvegicus A-raf (Arafl), 
mRNA. 6/21 Length = 2288 



Kattus norvegicus 
transcobalamin II precursor 
(Tcn2p), mRNA. 1 1 /22Ungth = 
188 



A-raf 



Rattus norvegicus cyclophilin B 
(Ppib), mRNA. 1 2/2Length = 84 | C ydophiiin r 



transcobalamin II precursor 
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TABLE 

S.EQ'IE 

213 


5 805 


• lienBank-Acx 
D No. ; 

)8 NMJJ22536 


• JMggeTpodg 
ii 


j_: Knowp Gene Narjje^r : > ; j 
Rattus norveaicus cvdonhiiin 

,,wl 'wjjiwug v/J VIVUI Hill | 

(Ppib), mRNA.12/2Lenqth = 8< 


_ Atty.Ret 44921-509041-WO/21054Afi 

PA, \ ■ : ~ ■ >"■■', — -y— 

i: Imgene.Sequerice fclus^Tife? ' ' .. 

D 
3 

I cyclophilinB 


213 


6 859 


6 NMJJ22538 


II 


Rattus norvegicus 
phosphatidate 
phosphohydrolase type 
2a(pDaD2a). mRNA 5/99! piw 
= 871 


h 

_ phosphatidate phosphohydrolase type 2a 


213( 


3 859 


7 NM_022538 


aa t bb,kk,H 


Kattus norvegicus 
phosphatidate 
phosphohydrolase type 
2a(Ppap2a), mRNA. 5/22Lengtf 
_ = 871 


l | 

phosphatidate phosphohydrolase type 2a 1 

peroxiredoxin 3 1 


2137 


924( 


) NMJJ22540 


j.k.w,x 


Rattus norvegicus 
peroxiredoxin 3 (Prdx3), mRNA. 
11/22Lenath = 14*tt 


2138 


9541 


NM.022542 


e,r 


Kattus norvegicus rhoB gene 
(Arhb), mRNA. 12/2Length = 
2183 


rhoB gene | 


2139 


12422 


NMJJ22546 


ko 


Rattus norvegicus Death- 
associated like kinase (Dapkl), 
mRNA. 12/2Length = 1514 


Death-associated like kinase 


2140 


21076 


NMJ322584 


e,w,x 


Kattus norveaicus thinrprfrmn 
reductase 2 (Txnrd2), 
mRNA.11/22Length = 1999 


thloredoxin reductase 2 


2141 


21062 


NM_022585 


aa 


Kattus norvegicus ornithine 
decarboxylase anfi7vmp 
inhibitor(Oazi), mRNA. 
11/22LengthM269 


ornithine decarboxylase antizyme inhibitor 


2141 


21063 


NMJ)22585 


f.y.z 


Kattus norveaicus omithrnp 
decarboxylase antizyme 
inhibitor(Oazi), mRNA. 
11/22Length = 4269 




2142 


20762 


NM_022588 


r.s.t 


Rattus norveaicus mpfactacie 
associated 1 (Mta1), mRNA. 
1/21 Length = 2741 


ornithine decarboxylase antizyme inhibitor 

metastasis associated 1 I 




?0925 1 


v)MJ)22594 < 


3,hh 


Kattus norvegicus enoyl 
soenzvme A hvdrata^p 1 
f Ech1), mRNA.11/22Length = 
97 


3 eroxlsomal enoyl hydratase-like protein 


2144 


20959 I* 


JM_022598 c 


r 

l.r 


Kattus norvegicus cellular 

lUCielc acid hinrlinn nrntoln 

Cnbp),mRNA.11/22Length = 
64 w c 


;eliular nucleic acid binding protein I 


r i 


20960 IS 


IMJ)22598 c 


n 
( 

,e,r 


kattus norveafcus cpiiniar 

uclelc acid binding protein 

Cnbp) l mRNA.11/22Length = 
64 

w c 


ellular nucleic acid bindina protein | 


2145] 


21115 N 


M.022602 |. 


k 


xattus norvegicus serine 
ireonine kinase pim3 (Pim3), 
iRNA.1/21Lenqth = 2133 s 


erine threonine kinase p!m3 I 


1 2146' 21206 N 


M_022606 |c 


P 

m 


kattus norvegicus protein 
hosphatase 2C (AF95927), 
RNA.1/21Lenqth = 13l8 p 


-otein phosphatase 2C j 


| 

j 

i 

_ jlzj J »7661|NI 


VL022674 [d. 


F 
fa 

ag [m 


iattus norvegicus H2A histone 
mily, member 2 (H2afe), 
RNA.11/22Lenath = 811 H 


2A histone family, member Z 
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TABLE 

seo id 


• 1- f. v 

SLGp 1C 


« GenBank Acc; 
> fvlPv 




- Iftown Gerie.Name'; ."./W- 


Atty ! ^ei44921-5090-01-WO/2105485 
i ^higeneSequenceiCliJster Title;. : : . 


214* 


) 2456< 


1 NM 022676 


f 


rvdiiua norvegicus protein 

phosphatase 1, regulatory 
(inhibitor) subunit 1A (Ppplrla), 
iiirxiNM. i i/^zLengtn = 619 


protein phosphatase 1, regulatory (inhibitor) subunit 
1A 


2145 


) 2050C 


) NM J22686 


d 


Rattus norvegicus germinal 
histone H4 gene (Hist4), mRNA. 
1/21 Lenqth = 377 


germinal histone H4 qene 


214$ 


I 6121 


NM_022686 


d,r 


rveauub norvegicus germinal 
histone H4 gene (Hist4), mRNA. 
1/21 Length = 377 


ESTs, Highly similar to I48404 histone H4 (55AA) (1 
is 3rd base in codon) - mouse (fragment) 
[M.musculus] 


215C 


2050S 


NM 022689 




rvdiiub norvegicus 
synaptosomal-associated 
protein, 23 kD(Snap23), mRNA. 

1/011 onnth — COO 

i/ziLengin = 000 


synaptosomai-associated protein, 23 kD 


2151 


17586 


NMJ)22694 




Rattus norvegicus p15 
coactivator (U83883), mRNA. 
8/21Length = 3166 


p105 coactivator 


2152 


17729 


NMJ322697 


f>g,w,x,cc l dd 


rvduub norvegicus nuosomal 
protein L28(Rpi28) t mRNA. 
11/22Length = 466 


ribosomai protein L28 


2153 


17757 


NM 022698 


nr rlH 


Rattus norvegicus bd-2 
associated death agonist (Bad), 
mKiMA. 1/21 Length = 115 


bcl-2 associated death agonist 


2154 


17808 


NM 022699 


u>,uu 


Rattus norvegicus ribosomai 
protein L3 (Rp)3), mRNA. 
i i/zzLengtn = o92 


ribosomai protein L30 


2155 


24346 


NM 022701 


nn 


Rattus norvegicus flotiilin 1 
(Flotl), mRNA.11/22Length = 

91C7 


flotiilin 1 


2156 


58 


NM 022715 


U,V 


Rattus norvegicus major vault 
protein (Mvp), mRNA. 
i i/ic/!Lengtn = 2756 


major vault protein 


2157 


194 


NM_022861 


cc,dd 


Rattus norvegicus Munc13-1 
(Unc13h1), mRNA. 1/21Length 
= 6683 


Munc13-1 


2158 


202 


NMJ22863 


W 


rvanus norvegicus iron- 
regulatory protein 2 (Ireb2), 
mRNA 1/21Lenafh = 377 


iron-regulatory protein 2 


2159 


23606 


NM..022867 


t/V,X 


Rattus norvegicus microtubule- 
dbbociaiea pfcteiris 1 fij i o 
lightchaln 3 (MPL3), mRNA. 
1/21Length = 861 


microtubule-associated proteins 1A/1B light chain 3 


2159 


23608 


MM 022867 1 


* 


r\anus norvegicus microtubule- 
associated proteins 1A/1B 
ightchain 3 (MPL3), mRNA. 
i/zi Length = 861 


nicrotubule-associated proteins 1A/1B light chain 3 


2160 


24283 


MM.022869 j 


M I 


Rattus norvegicus nucleolar 
Dhosphoprotein p13 (Nopp14) f 
tiRNA. 1/21 Length = 369 i 


nucleolar ohosnhnnrnfpln rvI'VI 


2161 


6891 I 


MM_022934 e 


je.ff 1 


Rattus norvegicus DnaJ-Iike 
xotein (Hs'2}, mRNA. 
f1/22Lengih = 161 | 


DnaJ-Iike protein 


21 62! 


20061 


MJ)22936 c 


epoxide hydrolase (Ephx2), 
ia ImRNA. 1/21Length - 1992 < 


;ytosolic epoxide hydrolase 



-127- 



WO 2004/063334 



PCT/US2004/000240 



TABLE 

SEQ.ID 


1 

GLGCiD 


UenBankAcc, 

No, . 


iModefcode 


Known gene Nanrie . ''* h 


Atty. Ref, 44921-5090-01-WO/2105485 . < 

! "V^f :>■.. : yr . .'..^vv:: * v«-. • \ •_ ... ... 

Oriigene ^iSequen<^ r Gluster Title- • • "■'*' 


2162 


2006 


\ NMJ522936 


w,x,aa,bb 


Rattus norveglcus cytosolic 
epoxide hydrolase (Ephx2), 
mRNA. 1/21 Length = 1992 


cytosolic epoxide hydrolase 


! 2163 


15697 


NM.022939 


II 


Rattus norvealcus svntaxin 1 9 
(Stx12), mRNA.11/22Length = 
819 


syntaxin 12 


2164 


18098 


NM.022947 


I 


Rattus norvegicus suppressor 
of K+ transport defect 3 
(Skd3),mRNA.11/22Length = 
2138 


suppressor of K+ transport defect 3 


2165 


18104 


NM_022948 


hh 


Rattus norvegicus 
tricarboxylate carrier-like 
protein(Loc6542), mRNA. 
1/21Lenath = 2fiQQ 


tricarboxylate carrier-like protein 


2166 


18107 


NIW 022949 


f.g 


Rattus norvegicus ribosomal 
protein L14(Rpl14), mRNA. 
11/22Length = 715 


ribosomal protein L14 


2167 


15727 


NMJ322953 


u,v 


RattUS norVPniriK <5lit hnmnlnn 

1 (Drosophila) (Slitl), mRNA. 
11/22Length = 495 


Slitl 


2168 


3337 


NMJ322961 


a,y,z 


Rattus norvegicus vacuolar 
Drotein sortina Drotpin 
33a(Vps33a), mRNA. 
1/21Length = 3269 


ESTs 


2169 


9286 


NM_023027 


l,m 


Rattus norvegicus tRNA 
sele no cysteine assoeiatpri 
proteln(Secp43), mRNA. 
11/22Length = 864 


tRNA selenocysteine associated protein 


2170 


23215 


NM_023102 


b.l.m 


Rattus norveoiciK na^pin 
kinase 1 gamma 2 isoform 
(Csnk1g2), mRNA. 2/21Length 
= 1572 


casein kinase 1 gamma 2 isoform 


2171 


8269 


NM_023103 


b},m 


Rattus norvegicus alpha(1)- 
inhibltor 3 variant 1 flWnn1\ 

h ii uuuui O) vol lain | UVJUU II, 

mRNA.2/21 Length =462 


alpha(1)-inhibitor 3, variant I 


2172 


21238 


NM_024125 


PA 


Rattus norvegicus 
CCAAT/enhancer binding 

Drotein fC/FBPl hpfa /P.©hnh\ 

mRNA. 11/22Length = 148 


uver activating protein (LAP, also NF-IL6, nuclear 
factor-IL6, previously designated TCF5) 


2172 


21239 


NMJ)24125 


p.q.r.b^ee.ff.k 
k 


Rattus norvegicus 

CCAAT/pnhanrpr hinrlinn 

protein (C/EBP), beta (Cebpb), 
mRNA. 11/22Length = 148 


Liver activating protein (LAP, also NF-IL6, nuclear 
factor-IL6, previously designated TCF5) 


2173 


352 


NM.024127 


p,q 


Rattus norvegicus growth arrest 

and DNA-damanp-inrlnrihlo AR 

alpha (Gadd45a) < mRNA. 
11/22Length = 711 


DNA-damage-inducible transcript 1 


2173 


353 


NMJ)24127 


q,ee,ff,gg 


Rattus norvegicus growth arrest 
and DNA-damage-inducible 45 
alpha (Gadd45a) ( mRNA. 
11/22Length = 711 


DNA-damage-inducible transcript 1 


2173 


354 I 


SiM_024127 


^q.ee.ff 


Rattus norvegicus growth arrest 
and DNA-damage-inducible 45 
aipha (Gadd45a), mRNA. 
11/22Lenqth = 711 


DNA-damage-inducibie transcript 1 
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TABLE 

SEQ.IB 


1 _ 

j |GLGG1 


•IdenBgnkAcc 

dno,. ' . ••; . 


"j Mbdei Cpciev : 


Knt^jS^amejjv,;./ >t ;, t: 


.Attv. Ref 44921 -^OQn.01 wntotncAQc. i 
,l|Unijfe^ ' . " 


217 


4 1722 


6 NMJ24131 


b,c,u,v 


Rattus norvegicus D- 
dopachrome tautomerase (Ddt) 
mRNA. 11/22Length = 628 


1 

D-dopachrome tautomerase 


I 217 


4 1722 


7NIVL024131 


c 


Rattus norvegicus D- 
dopachrome tautomerase (Ddt) 
mRNA. 11/22Length = 628 


1 i 
D-dopachrome tautomerase 


2171 


5 187! 


3NM.024138 


l,m 


Rattus norvegicus guanine 
nucleotide binding protein, 
gamma 7(Gng7), mRNA. 
11/22Length = 2897 


guanine nucleotide binding protein (G protein), 
gamma 7 subunit | 


I 2176 


) 2462C 


1 NIVL024146 


II 


Rattus norvegicus Fibroblast 
growth factor receptor 1 (Fafrh 
mRNA. 5/22Length = 2469 


Fibroblast growth factor receptor 1 I 


2177 


20801 


NM.024148 


d.s.t 


Rattus norvegicus 
apurinic/apyrimidinic 
endonudease 1 (Apex),mRNA. 
5/22Length = 1213 


apurinic/apyrimidinic endonudease 1 


j 2178 


1742 


NM.024150 


P.q.y,ee,ff 


Rattus norvegicus ADP- 
ribosylation factor 2 (Arf2), 
mRNA.11/22Lenath = 17 


lAUP-nbosylation factor 2 I 


2179 


17517 


NM_024151 


f 


Rattus norvegicus ADP- 
ribosylation factor 4 (Arf4), 
mRNA.11/22Length = 168 


AUi j -nDosylation factor 4 1 


2180 


21696 


NMJ324152 


y,z 


Rattus norvegicus ADP- 
ribosylation factor 6 (Arf6), 
mRNA.11/22Lenath = 995 


AUK-riDosylation factor 6 


j 2181 


561 


NM_024156 


Rattus norvegicus annexin VI 
(Anxa6), mRNA. 11/22Length = 
pk 2739 ^ I 


annexin VI j 


2181 


562 


NMJ)24156 


Rattus norvegicus annexin Vi I 
(Anxa6), mRNA. 11/22Length = 
r 2739 " I 


annexin VI 


2182 


4504 


MMJ24159 


Rattus norvegicus disabled f 
homoiog 2, mitogen- | 
responsivephosphoprotein I 
(Drosophila) (Dab2), mRNA. 
i 5/22Length = 317 I 


disabled homolog 2, mitogen-responsive 1 
Dhosphoprotein (Drosophila) I 


2183 


20770 1 


MM_024160 r 


Rattus norvegicus cytochrome 
b558 alpha-subunit (Cyba), 
1,0 mRNA.2/21Lenqth = 79 U 


cytochrome b558 aipha-subunit 


2184 


16476 I 


M.024162 i 


It 

»a n 


Rattus norvegicus fatty acid T 
inding protein 3 (Fabp3), 
iRNA. 11/22Length = 666 f 


: atty acid binding protein 3, muscle and heart 


2185 


17764 r 


JM_024351 6 


c 

,p,r,ee ( ff n 


Rattus norvegicus Heat shock 
ognate protein 7 (Hsc7), 
iRNA.11/22Length = 273 h 


eat shock 70kP protein 8 


2185 


17765 h 


IM.024351 e 


II 
p 

.p.q.r.ee.ff n 


Rattus norvegicus Heat shock 
ognate protein 7 (Hsc7), 
iRNA.11/22Length* 273 h 


eat shock 70kD protein 8 


I 2186! 


20933 N 


MJJ24353 h 


F 

P 
(F 

J 5 


onus norvegicus 
hosphoiipase C , be1a4 
3 lcb4) ( mRNA. 1/22Length = 
297 ^ p 


hosphoiipase C , beta4 | 
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TABLErl 

SEQ.-ID GLGCJD 



2187 



2187 



2188 



2189 



2190 



15349 



>enbank r Acc; 
No. ' - 



NM.024356 



15353 



1146 



767 



2190 



2191 



2192 



2193 



15622 



15623 



23488 



NM_024356 



NMJ)24359 



NMJ)24365 



NM_024369 



NML024369 



NMJM4375 



11628 



2811 



2193 



2193 



2812 



2813 



2194 



2194 



21 



2195 



22 



25070 



NM,024383 



NM_024386 



NM_024386 



s j ^ Y ., v; ... . y m , ^ M y92^50yU^1^WQ/21OS45r 

I Rattus norvegicus GTP — — »-,_^_^_. 

cyclohydrolase 1 (Gch), mRNA. 
\M* ll1/22Length = 116 I GTP cyclohydrolase 1 



].k,y,z,ll 



Rattus norvegicus GTP 
cyclohydrolase 1 (Gch), mRNA. 
|11/22Length = 116 [GTP cyclohydrolase 1 



1A 



b,c 



Rattus norvegicus hypoxia 
inducible factor 1, alpha subunlt j 
(Hifla), mRNA.11/22Lengtrr 

[RatLnorvegicu Tg: [ hypoxia inducible fact oM^^^ 

hydroxytryptamine (serotonin) 
receptor 6(Htr6), mRNA. 



11/22Length = 1929 



5-hydroxytryptamine (serotonin) receptor 6 



Rattus norvegicus follistatin- 
related protein (Frp), mRNA. 

11/22Length = 137 [follistatin-related protein precursor 



Rattus norvegicus foliistatin- 
related protein (Frp), mRNA. 

ll1/22Length = 137 Ifollistatin-related protein precursor 



Rattus norvegicus prepro bone 
inducing protein (Gdfl), mRNA. 
'° 3/21Length = 2411 | DreP r 0 bo ne inducing protein 

Rattus norvegicus hairy anr' *~ 
enhancer of splits 
(Drosophila)(Hes5), mRNA. 
11/22Length = 592 



hairy and enhancer of spilt 5 (Drosophila) 



cc.dd 



Rattus norvegicus 3-hydroxy-3- 
methyiglutaryl CoA lyase 
j(Hmgcl), mRNA. 3/21 Length = 

139 |3-hydroxy^-methylglutarYl CoA lvase 



Rattus norvegicus 3-hydroxy-3- 
'methylglutaryl CoA lyase 
(Hmgcl), mRNA. 3/21Length = 
W,X,CC,dd I 139 |3>hydroxy-<3-methylglutary) CoA lyase 



NMJ)24386 



NM_024388 



Rattus norvegicus 3-hydroxy-3- 1 
! methylglutaryl CoA lyase 
(Hmgcl), mRNA. 3/21 Length = 



139 



w,x 



Kattus norvegicus immediate 
early gene transcription factor 
NGFI-B (Nr4a1), mRNA. 
3/21Length = 2488 



3-hydroxy^-methylglutaryl CoA lvase 



NMJ)24388 



NMJ24392 



w,x 



Rattus norvegicus immediate 
early gene transcription factor 
NGFI-B (Nr4a1), mRNA. 
|3/21Length = 2488 



Rattus norvegicus peroxisomal 
multifunctional enzyme type II 
(Hsd17b4), mRNA. 3/21 Length 
= 2535 



Immediate early gene transcription factor NGFI-B 



immediate early gene transcription factor NGFI-B 



peroxisomal multifunctional enzyme type I 



2196| 22626|NM_024400 kk 



Rattus norvegicus a disintegrin 
and metalioproteinase with 
[thrombospondin motifs 1 
(ADAMTS.1) (Adamtst;, mRNA.ia disintegnn and metalioproteinase with 
1/22Length = 4878 I thrombospondin motifs 1 (ADAMTS-1 ) 
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iSEQIQ; IGL'GC 



2197 13633 



2197 13634 



2198[ 938 



2199 862 



2200 17917 



2201 348 



2201 349 



2202| 1852 



2203 21746 



2204I 18023 



•2205| 21509 



ienBanK-Acc,. 

Hoy :"'V 



MdJel-ffode-r 



NM.024403 e.p.o.y.z 



NM_024403 a.i.k.p.q .y.z 



NM_024486 [u.v 



NMJJ24487 hh 



ffoo^Gene tjarpej ,.g ' ' V" J " 
Rattus norvegicus activating 
transcription factor ATF-4 
(Atf4),mRNA. 3/21 Length = 
1173 



'S . Atty, Ref, 44921.£090-0l-WO/21Q54fifi 



Rattus norvegicus activating 
transcription factor ATF-4 
(Atf4),mRNA. 3/21 Length = 
1173 



Rattus norvegicus activin type 
receptor (Acvrl), mRNA. 
3/21Length = 178 



Rattus norvegicus GrpE-Iike 1, 
mitochondrial (Grpell), 
mRNA.5/22Length = 961 



NM_024488 Ib.v 



NM_030586 lu.v 



Rattus norvegicus CDK5 
activator-binding protein C53 
(C53), mRNA. 3/21 Length = 

1865 

inus norvegicus cytochrome 
b5, outer mitochondria) 
membranelsoform (omb5), 
mRNA. 3/21 Length = 845 



activating transcription factor ATF-4 



ion factor ATF-4 



activin type I receptor 



GrpE-f ike 1 , mitochondrial 



NM.030586 II 



Rattus norvegicus cytochrome 
b5, outer mitochondrial 
membraneisoform (omb5), 
mRNA. 3/21Length = 845 



CDK5 activator-binding protein C53 



cytochrome b5, outer mitochondrial membrane 
isoform 



NM_O30826 aa,< 



NM_030828 c 



NM_030846 b 



NM_030847 h.l.n.o 



2206 16292 
2207| 1048 



2208 1928 



2208) 1929 



2209| 21801 



NM_030860 cc.dd 
NMJ)30863 ls,t.hh 



NM_030872 Is.t 



NMJ)30872 hh 



Rattus norvegicus Glutathione 
peroxidase 1 (Gpx1), 
mRNA.11/22Length=1539 



Rattus norvegicus glypican 1 
(Gpd), mRNA.11/22Length: 
359 

Rattus norvegicus growth factor 
receptor bound protein 2{Grb2), 
mRNA. 1 1/22Length = 299 



Rattus norvegicus epithelial 
membrane protein 3 (Emp3), 
mRNA.11/22Length = 737 



Rattus norvegicus myocyte 
enhancer factor 2D (Mef2d), 
mRNA. 11/22Lenoth = 1557 

Rattus norvegicus moesin 
(Msn), mRNA.11/22Length: 
299 



cytochrome b5 ( outer mitochondrial membrane 
isoform 



ESTs, Glutathione peroxidase 1 



growth factor receptor bound protein 2 



epithelial membrane protein 3 



Rattus norvegicus pyruvate 
dehydrogenase kinase 2 (Pdk2), 
mRNA.11/22Length = 227 

Rattus norvegicus pyruvate 
dehydrogenase kinase 2 (Pdk2), 
mRNA.11/22Length* 227 



myocyte enhancer factor 2D 
moesin 



NMJ)30987 lcc.dd.ii 



Rattus norvegicus Guanine 
iiuueouae-umuing piuiem ueia 
1(Gnb1), mRNA.4/22Length = 
2837 



pyruvate dehydrogenase kinase 2 subunit p45 
' n DK2) 



pyruvate dehydrogenase kinase 2 subunit p45 
(PDK2) 



Guanine nucleotide-bindinq protein beta 1 
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TABLE 

SEp;(p 


1 ;r 

GLQC IC 


" (oenbank Acci 

>no: ". 


- • ■ ' *- \ \ 
, Model Code": 


• )$ottri]Gefr^ -V-eft 


5 M^9.oD^l$^ u eno&6jM^erTfti6 ;' ' '" , : / r • - . \ 


220S 


) 21805 


3 NM J330987 


cc.dd 


nucleotide-bindina Drotein hpfa 
1(Gnb1), mRNA. 4/22Length = 
2837 


Guanine nucleotide-binding protein beta 1 


221C 


881f 


i NMJJ30991 


aa.bb 


Rattus norvegicus 
synaptosomal-associated 
protein (Snap25),mRNA. 

11/22Lpnnfh = 01 


ESTs, Highly similar to LAS1 MOUSE UM AND 
SH3 DOMAIN PROTEIN 1 (LASP-1) (MLN 50) 
[M.musculusJ 


2211 


1991 


NMJ)30995 


h,l 


Rattus norvegicus Microtubule- 
associated protein 1a (Mapla), 
mRNA. 4/21 Length = 1,12 


Microtubuie-associated protein 1a 


2212 


21166 


NM_031005 


a.n.0 


Rattus norveaicus actinin 
alpha 1 (Actnl), mRNA. 
5/22Length - 2956 


actinin, alpha 1 


2213 


25517 


NM_031010 


c,v 


Rattus norvegicus arachidonate 
1 2-liDOXvaenasp 

(Alox12),mRNA.11/22Length = 
248 


arachidonate 12-lipoxygenase 


2213 


1845 


NM_031010 


c,v 


Rattus norvegicus arachidonate 
1 2-iiDOxvapna.QP 

(Alox12),mRNA. 11/22Length = 
248 


arachidonate 12-lipoxygenase 


2214 


15682 


NM_031011 


n,o 


Rattus norvegicus S- 

Adenosvlmsthinninp 

' w»wl iwwj II I IwU 1IUI III IC 

decarboxylase 1A (Amdla), 
mRNA. 11/22Length = 312 


S-Adenosylmethionine decarboxylase 1 


2214 


15683 


NMJ)31011 


cc,dd,gg 


Rattus norvegicus S- 

Adenosvlmpthinnino 

r^vioi ivjoyii i icu nut III IB 

decarboxylase 1A (Amdla), 
mRNA. 11/22Length = 312 


S-Adenosylmethionine decarboxylase 1 


2215 


1540 


NM__031012 


n 


i iiwi vc^IIjUO orally f 

membrane) aminopeptidase 
(Anpep), mRNA. 1/22Length = 
332 


alanyl (membrane) aminopeptidase 


2216 


1024 


NM_031016 


s,u,v 


Rattus norvegicus muscarinic 
receptor m2 (Chrm2), mRNA. 
4/21 Length = 2483 


muscarinic receptor m2 




1025 


NM_031016 


u,v | 


receptor m2 (Chrm2), mRNA. 
4/21Length = 2483 


muscarinic receptor m2 


2217 


485 


NM_031017 


l,m 


Rattus norveaicus cAMP 
response element binding 
protein 1 (Crebl), mRNA. 
3/22Length = 1125 


cAMP response element binding protein 1 


2218 


1719 


NM_031024 


,kk 


Rattus norvpniniQ rfrohrin 1 

\auuo i veyiuuo Ul GUI 111 I 

(Dbn1),mRNA.11/22Length = 
2697 


drebrin 1 


2219 


16210 


NMJ)31026 




Kattus norvegicus LIC-2 dynein 
ioht intermerfiflfp chain 

»yi>i n iici n (cuiaic Oil all } 

53/55(Dncli2), mRNA. 
4/21 Length = 43 


LIC-2 dynein light intermediate chain 53/55 




6501 


^031034 \ 


i 


Rattus norvegicus guanine 
lucleotlde binding protein, alpha 
)2(Gna12),mRNA. ( 
M/22Length = 1423 


guanine nucleotide binding protein (G protein) alpha 
12 


i 

222l! 15886 I 


MJ)31035 r 


F 

,bbjl r 


Rattus norvegicus GTP-blnding 
)roteln (G-alpha-i2) (Gnai2), 
nRNA.4/21Lenqth = 1748 ( 


3TP-binding protein (G-alpha-i2) 
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TABLE 

SEQ ID 


1 

GL<3C II 


l^ienb^nkAcc 


Model'Opde 




Atty. Ref, 44921 -5090-01-WO/21 05485 


222 


2 1772 


7NMJ331043 


c 


RflttlJ^ nnn/Pnfniic nk/nnnonin 

i vunuo i ivi vcy iuuo y iyuuycnin 
(Gyg), mRNA.11/22Length = 
1624 . 


glycogenln 


222 


3 1818 


B NMJ331046 


qq 


RattUS norveoirilQ inncifn! A A t 

triphosphate receptor type 2 
(Itpr2), mRNA,11/22Length = 
1 78 


h 

inositot triphosphate receptor type 2 


222< 


\ 173 


1 NMJ331047 


ii.kk 


Rattus norvegicus unction 
plakoglobin (Jup), mRNA. 
4/21Length = 3177 


unction plakoglobin 


222i 


5 1595- 


' NMJJ31050 


cji 


rvanuo nui veyious lumican 

(Lum),mRNA.11/22Length = 
174 


lumican 


2226 


21185 


JNML031054 


Lin 


R3ttllQ nnn/Pnipiie mofrSv 
i \ouua i iui vcyiuub mau IX 

metalloproteinase 2 (72 KDa 
type IVcollagenase) (Mmp2), 
mRNA. 5/22Length = 3231 


Rattus norvegicus gelatinase A mRNA, complete 
cds 


2221 


1184S 


NMJ31065 


h.l.n.o 


i\auuo ilUlvcyiuUb NDOSOmSI 

protein L1a(Rpl1a), 
mRNA.11/22Length = 71 


ribosomal protein L10a 


2228 


25600 


NMJJ31077 


b,l ( m 


Kattus norvegicus PCTAJRE-1 
piuicin iMiidoe, aiiernauveiy 
spliced (Pctkl), mRNA. 
1/22Length = 3111 


PCTAIRE-1 protein kinase, alternatively spliced 


2228 


6349 


NM_031077 


ee.ff 


Kattus norvegicus PCTAIRE-1 

Dfofpin kin a co altem^fii/nlw 

piuieni Miidby, auernauveiy 
spliced (Pctkl), mRNA, 
1/22Length = 3111 


PCTAIRE-1 protein kinase, alternatively spliced 


2229 


79 


NM_031079 


y,z,ee,ff 


Kattus norvegicus cyclic GMP 

stimulatpri nhncnhnHloofArnnn 

oujuuiaLcu pi luopnuuiesierase 
(Pde2a),mRNA.4/21Length = 
398 


cyclic GMP stimulated phosphodiesterase 


2230 


4684 


NM_031083 


blm 


RflttllC nnrvoninno 

i\auug nuivcyiuus 

phosphatidylinositol 4-kinase 
(PiltfcbJ.mRNA. 11/22Length = 


phosphatidylinositol 4-kinase 


2231 


18307 


NM_031091 


w,x 


Rattus norvegicus Rab3B 

nrotPtn fRah^M mDKIA 

Jtuiein ^r\aDOD/, ITiKNA. 

4/21Length = 66 


Rab3B protein 


2231 


18308 


NM_031091 \ 




protein (Rab3b), mRNA. 


Rab3B protein 


2232 


15201 


MM.031093 


l.l.W | 


Kattus norvegicus (Rala), 
nRNA. 11/22Length = 952 




2232 


15202 1 


MM_031093 f 


.W.X cc drf r 


Rattus norvegicus(Rala), 

nr\i\/\. 1 1/^LenQtn = 952 




2232 


15203 t 


sIM_031093 c 


aa.bb r 


Rattus norvegicus (Rala), 
nRNA.11/22Length = 952 




2233 


1376 h 


JM_031094 fi 


F 

( 


RdfflJQ nnrv/pninio 

\auuo llvJIVcyit/Uo 

tetinoblastoma-relaied gene 
Rb2), mRNA.11/22Length = 
i861 w F 


tetinoblastoma-related gene 


2234 


1295 h 


IMJ31097 i, 


a 

k,r in 


Rattus norvegicus 
iminopeptidase B (Rnpep), 
iKMA.4/^iLengtn = z/5 a 


minopeptidase B 


2235 


12638 N 


M_031099 e 


1 

P 
1 


-tettus norvegicus ribosomal 
rotelnL5(Rpl5), mRNA. 
1/22Lenqth = 169 ri 


bosomal protein L5 
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[TABLE 
|SEQ jD 

223 


1 
I 

[glgc I 

5 1263 


. iienbankAcc 
9 NM_031099 


^ Mbdel^Code 1 

g 


KnoWri^en^^ 

Rattus norvegicus rlbosomal 
protein L5 (Rpl5) ( mRNA. 
11/22Lenqth = 169 


Atty. Ret. 44921-5090-01-WO/2105485 ~ 1 

ribosomai protein L5 


223 


6 2081 


2NM_031100 


g.hj 


Kattus norvegicus ribosomai 
protein L1 (RpM), mRNA. 
11/22Length = 769 


ribosomai orotein I 10 

llWWWWIf |U| U| WWII 1 Lm \ \J 


223 


7\ 2385< 


4NM.031101 


f.w.x.ll 


Rattus norvegicus ribosomai 
protein L13(Rpl13), mRNA. 
11/22Length = 722 


ribosomai orotein 


2231 


3 2046; 


>NM_031102 


h,l 


Rattus norvegicus ribosomai 
protein L18(Rpl18), mRNA. 
11/22Length = 67 


ribosomai protein L18 


223< 


n 1693J 


JNM_031103 


g 


Rattus norvegicus ribosomai 
protein L19(Rpl19), mRNA. 
11/22Length = 73 


ribosomai protein L19 


224C 


) 2220S 


>NM_031105 


b 


Rattus norvegicus large subunit 
ribosomai protein L36a(Rpl36a), 
mRNA. 4/21 Lengths 444 


laraG Stihlinit rihncnmal nmtoin 1 

iuiyc ouuuiiu iiuuournai proiem Looa 


2241 


20807 


NMJ)31106 


f.g 


Rattus norvegicus ribosomai 
protein L37 (Rp!37), mRNA, 
11/22Lenqth = 366 


ribosomai orotein I 


2242 


16847 


NM.031109 




Rattus norvegicus ribosomai 
protein S1 (Rps1), mRNA. 
11/22Length = 61 


ribosomai nrnfpln S1D 


I 2243 


10878 


NMJJ31110 


gj.k 


Rattus norvegicus ribosomai 
protein S11(Rps11), mRNA. 
11/22Length = 534 


ribosomai nrntoin 1 


2244 


19162 


NMJJ31111 


id 


Rattus norvegicus ribosomai 
protein S21 (Rps21), mRNA. 
11/22Length = 359 


ribosomai nrntpin ^91 


2245: 


25458 


NM_031112 


w 


Rattus norvegicus ribosomai 
protein S24 (Rps24), mRNA. 
11/22Length = 466 




2246 


20839 


NM_031113 


w,x 


Rattus norvegicus ribosomai 
protein S27a (Rps27a), 
mRNA.4/21Length = 552 


ribosomai protein S27a i 


2247 


19040 


NMJ)31114 


a.c.h.l.y.ee.ff 


Rattus norvegicus S-1 related 
protein, clone 42C (S1A1), 
mRNA. 2/22Length = 573 


S-1 00 related protein, clone 42C 


2248 


23568 ! 


WL031122 < 


3 


Kattus norvegicus suppression 
of tumorigenicity 13 
coloncarcinoma) Hsp7- 
nteracting protein (St13), 
nRNA,4/21Length = 1694 I 


aupjjicouiuii ui tuinongeniciiy to (colon carcinoma) 
^p70-interacting protein t 


2248 


23569 f 


v!M_031122 r 


( 

i 
r 


Rattus norvegicus suppression " 
3f tumorigenicity 13 
coloncarcinoma) Hsp7- 
nteracting protein (St1 3), $ 
nRNA.4/21Length = 1694 f 


oppression of tumorigenicity 13 (colon carcinoma) 
loytf u-nuciduuiiy protein 


j 2249 


882r 


JMJ)31123 c 


1 
1 


Rattus norvegicus stanniocalcin 
(Std), mRNA.11/22Length = 
4 


tanniocalcin 1 


2250 


1265 h 


IMJ31124 u 


( 

,v 


kattus norvegicus syntaxin 3 
Stx3a), mRNA.11/22Lengthn 
54 


yntaxin 3 


2251 


14970 IS 


M_031127 a 


0 

ih,l f n,o 1 


xattus norvegicus sulfite 
xidase(Suox), mRNA. 
1/22Lenflth = 1777 


ulfite oxidase 
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ffABLi 


rr ~ ^-r- — ■ _ 


loco ir 


>;[GLGCl 


P jvio. ; ; 


" • . I . - • ' ■' ' r .'• 'x '/''* 1 
_ Model, Code' ■ jKnpjim'Gene MarTie.^ ■;• ' 


any, kbt, 44&ct-du3uhji-vvu/21U5485 
- jJnigen'e jSequence Jgtuster Jrtle; ♦ ■ . 


225 


2 652 


5NM.031129 


^^^^ Rattus norvegicus transcriptioj 
elongation factor B (SHI) 
polypeptide 2 (18kD, eionginB 
(TCEB2), mRNA. 4/21 Length = 

99 357 


7 

) 

transcription elongation factor B (Sill) polypeptide 2 
(18kD, eionginB) P 


1 225 


3 1392 


9NMJ)31131 


n.o.hh 


Rattus norvegicus transforminc 
growth factor, beta 2 (Tgfb2), * 
mRNA. 11/22Lenqth = 288 


J 

TGF beta 2 protein 


225; 


M 1811 


3NMJH1134 


l^m 


Rattus norvegicus thyroid 
hormone receptor alpha (Thra), 
lmRNA.11/22Lenath = 246 


thyroid hormone receptor alpha 

I bhB inducible early qrowth response 


1 225{ 


5 1335£ 


*NM_031135 


Rattus norvegicus TGFB 
Inducible early growth response 
(Tieg) ( mRNA.11/22Length = 
d 3115 


2255 


1335S 


NMJ)31135 


s,t 


Rattus norvegicus TGFB 
inducible early growth response 
(Tieg),mRNA. 11/22Length = 
3115 


TGFB inducible early growth response 


2256 


15052 


NM_031136 


c.w.x.aa.bb 


Rattus norvegicus thymosin 
beta-4 (Tmsb4x) ) mRNA. 
4/21Lenqth = 686 


thymosin beta-4 


2256 


19359 


NMJ131136 


hj 


Rattus norvegicus thymosin 
beta4 (Tmsb4x), mRNA. 
4/21Length = 686 


EST 


2257 


15485 


NMJJ31137 


l,m 


Rattus norvegicus 
tripeptidylpeptldase II (Tpp2), 
mRNA. 4/21Length = 4566 


tripeptidylpeptidase II 


2257 


15486 


NMJJ31137 


w,x 


Rattus norvegicus ~ 
tripeptidylpeptldase II (Tpp2), 
mKNA. 4/^lLenqth = 4566 


tripeptidylpeptldase II 


2258 


17379 


NMJ)31138 


W 


Rattus norvegicus ubiquitin 
conjugating enzyme 
(LOC81816),mRNA. 4/21Length 
= 1737 


ubiquitin conjugating enzyme 


2259 


15185 


NMJJ31140 


i.bb.ll 


Rattus norvegicus vimentln 
(Vim), mRNA.11/22Length = 
1796 


Yimentin 


1 2260 


1638 r 


slM_031143 ( 


J.e.ii.kk 


Rattus norvegicus 
diacylglycerol kinase zeta 
(Dgkz), mRNA.11/22Length = 
356 " ( 


iiacylglycerol kinase zeta 


2261 


21623 I 


JM_031144 c 




Rattus norvegicus cytoplasmic 
beta-actin (Actx), mRNA. 
4/21Length = 1128 




2262 


23097 Is 


IM_031145 n 


Acc.dd 


Rattus norvegicus calcium- and 
integrln-binding protein(Sip2- 
28),mRNA.4/21Length = 822 c 


alcium- and fntegrin-binding protein 


I 2263 


1291 N 


MJH1149 c 


r 


j Rattus norvegicus for 
proteasomal ATPase (SUG1) 
(LOC81827),mRNA. 4/21 Length 
= 1288 fc 


• 

>r proteasomal ATPase (SUG1 ) | 


I 2264I 


239W 


MJ)31152 [e 




Rattus norvegicus RABHa, 
member RAS oncogene 
family(Rab11a), mRNA. 
11/22Lenqth = 895 r 


AB1 1 a, member RAS oncogene family 
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[table 


1 

1 6LGG I 


fctenBankAcc 


; - Model Cgjle* 


i 

_ ^own,-,g^ne Namey;. .j / 


Atty^Ref, 44921-5090-014A/O/9in^Afl«; "1 

jfe'S^^^ " rys \A\ ,;\V 


226 


5 2086 


2NM_031154 


w,x 


Rattus norvegicus glutathione 
transferase, mu type 3 (Yb3) 
(Gstm3), mRNA. 4/21 Length = 
128 


s" """ — — " " " " 
glutathione S-transferase, mu type 3 (Yb3) 


2261 


3 1527 


3 NMJ)31237 


aa,bb 


Kattus norvegicus ubiquitin- 
conjugating enzyme E2D 
3(homologous to yeast UBC4/5 
(Ube2d3), mRNA. 4/21 Length = 
1531 


UufOUlilfW^nnh fnaHnn an7wmn cop* o /i 1 

uui^uiun-uunjugating enzyme fc^D 3 (homologous 
to yeast UBC4/5) 


2266 


) 1527" 


7 NMJ31237 


la 


Rattus norvegicus ubiquitin- 
conjugating enzyme E2D 
3(homologous to yeast UBC4/5) 
(Ube2d3), mRNA. 4/21 Length* 
1531 


ubiquitin-conjugating enzyme E2D 3 (homologous 
to yeast UBC4/5) 


2267 


18596 


i NM.031325 


u,v 


Rattus norvegicus UDP-glucose 
dehydrogeanse (Ugdh), 
mRNA.4/21Length = 2318 


UDP-glucose dehydroqeanse 


2267 


18597 


NM.031325 


ajteq.y.^ee 

Lff 


Rattus norvegicus UDP-glucose 
dehydrogeanse (Ugdh), 
mRNA.4/21Length = 2318 


UDP-glucose dehydrogeanse 


2268 


11258 


NM_031327 




Rattus norvegicus cysteine rich 
protein 61 (Cyr61), mRNA, 
11/22Length = 1871 


cysteine rich protein 61 


| 2269 


4235 


NM_031330 


b.d.f.g^m 


Rattus norvegicus 
heterogeneous nuclear 
ribonucleoprotein A/B(Hnrpab), 
mRNA. 11/22Length = 361 


heterogeneous nuclear ribonucleoprotein A/B 


2270 


18539 


NMJ331353 


f,g 


Rattus norvegicus voltage- 
dependent anion channel 1 
(Vdatf), mRNA.11/22Length = 

818 


voltage-dependent anion channel 1 


| 2271 


16777 


N1VL031354 


ih 


Rattus norvegicus voltage- 
dependent anion channel 2 
(Vdac2), mRNA.11/22Length = 
715 


voltage-dependent anion channel 2 I 


i 

2272 


20087 


NiM_031357 c 


;c,dd 


Rattus norvegicus ceroid- 
ipofuscinosis, neuronal 2 

Cln2),mRNA.11/22Length = 
2485 " f 


ESTs 


2273 


18654 I 


c 

MJ)31358 k 


i 
c 

.d.r.y.z.ee.ff.k ( 


Rattus norvegicus potassium 
nwardly rectifying 
ihannel.subfamily J, member 1 1 
Kcnj11) l mRNA.11/22Length= c 
35 r 


/wiaaoiuiii Hiwdiuiy-rectiTying cnannei, subfamily J, 
nember11 


2273 


18655 ^ 


JMJ>31358 d 


ir 
c 
( 

.I.mjj.kk 3 


Kattus norvegicus potassium 
iwardly rectifying 
hannel,subfamily J, member 1 1 
t\cnjl 1), mRNA. 1 1/22Length = p 

35 „ 


otassium Inwardly-rectifying channel, subfamily J, 
iember11 


1 ! 

| 2274! 


2552s!fS 


MJJ31509 |b 


f 

S 

// 

r 1 


Rattus norvegicus Glutathione- 
-transferase, alpha type (Ya) 
3s{a1),mRNA.5/21L««tt- l « 
178 ~ _J= 


lutathione-S-transferase, alpha type (Ya) 
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IABLI 

• ,V' • 
jSEQIC 


= 1 


ciepBankjAa 
g jig. 


Mo<Jel>pqdej 


J , ;" J, 5 - , ' * ttv - Re t 44921^04)1^0/2105485 , 




227 




4NM_031509 


d,r 


Rattus norvegicus Glutathione 
S-transferase, alpha type (Ya) 
(Gstal), mRNA. 5/21 Length = 
1178 


Glutathione-S-transferase. alpha type (Ya) 


227 


4 63 


5NMJB1509 


d,r 


Kattus norvegicus Glutathione 
S-transferase, alpha type (Ya) 
(Gstal), mRNA. 5/21 Length = 
1178 


Glutathione-S-transferase. alpha type (Ya) 


227, 


5 1742 


7NMJ)31510 


b,u,v 


Kattus norvegicus Isocitrate 
dehydrogenase 1, soluble 
(Idhl).mRNA. 5/21Length = 
1719 


Isocitrate dehydrogenase 1. soluble 


227C 


> 1258C 


)NMJ)31514 


a.h.lj.k.y.z 


Rattus norvegicus Janus kinas 
2 (a protein tyrosine 
kinase)(Jak2), mRNA. 
5/21Length = 3731 


s] - — ■ — — 


2276 


12581 


NM_031514 


y,z,hh 


Rattus norvegicus Janus kinas< 
2 (a protein tyrosine 
kinase)(Jak2), mRNA. 
5/21Length = 3731 


_ janus Kinase i (a protein tyrosine kinase) 

Janus kinase 2 (a protein tyrosine kinase) 


2277 


20448 


NMJJ31530 


ad.z.ee.ff ii kk 


Rattus norvegicus small 
inducible cytokine A2 (Scya2), 
mRNA.11/22Length = 78 


jouidu inaucipie gene Jc 


2277 


20449 


NMJJ31530 


a,z l ee,ff t kk 


Kanus norvegicus small 
inducible cytokine A2 (Scya2), 
mRNA.11/22Length = 78 


Small inducible gene JE 


2278i 


3292 


NMJJ31531 


aj.k 


Kattus norvegicus Serine 
protease inhibitor (Spin2c), 
mRNA.11/22Lenath = 261 


Serine protease inhibitor 


2279 


1005 


NMJ)31537 


l,m 


Kattus norvegicus Solute 
carrier family 11 member 1 

(Slc11a1),mRNA.11/22Length 
= 167 | 


Solute carrier family 11 member 1 (natural 
resistance-associated macrophage protein 1), see 




2280 


160491 


MMJ>31541 


\o , 


kattus norvegicus CD36 
antigen (coliagen type I 
'eceptor.thrombospondin 
•eceptor)-like 1 (Cd36l1), 
nRNA. 1/22Length = 2497 


CD36 antigen (collagen type I receptor, 
thrombospondin receptor)-like 1 (scavanger 
receptor ciass a type 1 1 




2281 


401 Oh 


1MJ31543 i 


F 

j 

I.V 1 


Rattus norvegicus Cytochrome 
M5, subfamily 2e1(ethanol- 
ndudbie) (Cyp2e1), mRNA ( 
1/22Length = 1624 j 


->yiocnrome P450, subfamily 2e1 (ethanol- 
nducible) 




2281 


4011 N 


M_031543 v 


F 
ir 


Rattus norvegicus Cytochrome 
*45. subfamilv ?p1/*sthanni 
iducible) (Cyp2e1), mRNA. C 
1/22Length = 1624 |, 


Cytochrome P450, subfamily 2e1 (ethanol- 
iducible) 




2282 


18389 N 


MJ)31545 a 


P 

ff 

d.y.ee.ff 6, 


<attus norvegicus natriuretic 

eptide precursor type B 

4ppb) l mRNA.11/22Length = 
28 B 


rain natriuretic factor 




2283I 


1822|nI 


U_031553 lil 


F 
tr« 

m 


sattus norvegicus nuclear 
inscription factor - Y beta | 
ltyb) ( mRNA.H/22Length= | 

W In 






CAAT binding transcription factor of CBF-B/NFY-B 
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TABLE 1 



i., 

SEQ-ID 



2284 



2285 



2286 



2286 



2286 



2286 



GLGC'lD 



25795 NM.031556 jjj.kk 

NMJ331557 Ltjj 
NMJ)31561 e.u 



692 



18315 



18316 



18317 



18319 



Siepbank.Acc. I . -v. ; 7|; 

No: •" , ; .:. > WqdeJ G^de 



Atty. Ref. 4492l-5090^)1-WQ^1Q548r 



Rattus norveglcus Caveolin, 
caveolae protein, 22 kDa (Cav), 

mRNA. 11/22Length = 537 [Caveo ^, caveolae protein . 22 kDa 
Rattus norvegicus — r - 

I Prostaglandin i2 (prostacyclin) 

|synthase (Ptgis), mRNA. 

11/22Length = 1618 [ Prostaglandin 19 (prostacyclin 

Rattus norvegicus cd36 antigen) — 

|(Cd36), mRNA. 1 1/22Length = CD36 antigen (collagen type I receptor, 
£ " oa ' thrombospondin receptor) 



NMJ?31561 e 



Rattus norvegicus cd36 antigen 

(Cd36), mRNA. 11/22Length = |cD36 antigen (collagen type I receptor, 
' 4 36 thrombospondin receptor) 



NMJH1561 lr.aabb.il 2436 



Rattus norvegicus cd36 antigen 

|(Cd36), mRNA. 11/22Length = CD36 antigen (collagen type I receptor, 

thrombospondin receptor ) 



NMJ)31561 w.x 



Rattus norvegicus cd36 antigen 
(Cd36), mRNA. 11/22Length = CD36 antigen (collagen type I receptor, 
'^ 436 |thrombospondin receptor) 



2287 



9620 



NMJ)31570 wxcc.dd 



Rattus norvegicus ribosomal 
protein S7 (Rps7), mRNA. 

11/22Length = 65 Iribosomal protein S7 



2288 



546 



NM.031573 Ih.i) 



Rattus norvegicus 
Phosphorylase kinase, gamma 
1(Phkg1), mRNA.11/21Length 
= 1388 



Phosphorylase kinase, gamma 1 



2289 



1918 



NMJ?31576 gg 



Rattus norvegicus P45 
(cytochrome) oxidoreductase 
(Por), mRNA.11/22Length = 
2441 



P450 (cytochrome) oxidoreductase 



2289 



2289 



2290 



1920 



NM_031576 s 



Rattus norvegicus P45 
[(cytochrome) oxidoreductase 
(Por), mRNA.11/22Length = 
2441 



2290 



1921 



942 



NMJJ31576 i.k.s.t 



NM.031577 u 



| Rattus norvegicus P45 
I (cytochrome) oxidoreductase 
(Por), mRNA.11/22Length = 

12441 

j Rattus norvegicus gr< 
hormone releasing hormone 

(Ghrh),mRNA.11/22Length = 
616 



P450 (cytochrome) oxidoreductase 



25793 NM_031577 ii 



| Rattus norvegicus growth 

hormone releasing hormone 

(Ghrh),mRNA.11/22Length = 
616 



P450 (cytochrome) oxidoreductase 



growth hormone releasing hormone 



2291 



21715 



229C; 2^3 m 031579 



NMJ)31578 aa 



2293) 



5496 



NMJ31589 



d,p,q,y t z,kk 



I Rattus norvegicus testis " 
(specific protein kinase 1 

(Tesk1),mRNA.11/22Length = 

3581 

:tus norvegicus protein 
tyrosine phosphatase 4a1 
(Ptp4a1),mRNA. 11/22Length = 
2638 



a,ee,ff 



Rattus norvegicus glucose-6- 
phosphatase, transport protein 1 
(G6pt1), mRNA. 1 1/22Length = 
193 _ 
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/ . ; ICiepBarik Acc 


_ Mbdeirgode;,; K^^Gg^^^^ \ y 
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229 


3 549 


7NMJ)31589 


ii 


Rattus norvegicus gIucose-6- 
phosphatase, transport protein 
(G6pt1), mRNA.11/22Length = 
193 


1 

glucose-6-phosphatase. transport protein 1 


22& 


4 1454! 


2NMJ)31596 


r 


Rattus norvegicus squamous 
cell carcinoma antigen 
recognized by T-ceils 1 (Saitl), 
mRNA. 11/22Length = 2532 


squamous cell carcinoma antigen recognized by T- 
ceils 




i 1454C 


HNMJ31596 


b,u,v 


Rattus norvegicus squamous 
cell carcinoma antigen 
recognized by T-cells 1 (Sartl), 
mRNA. 11/22Length = 2532 


squamous cell carcinoma antiqen recoanized bv T- 
cells 


2295 


lv70t I 


|l\IVi_Uo idUo 


W 


Kattus norvegicus tyrosine 3- 
monooxygenase/tryptophan 5- 
monooxygenase activation 
protein,* epsilon polypeptide 
(Ywhae), mRNA. 11/22Length = 
1771 


tyrosine 3-monooxygenase/tryptophan 5- 
monooxygenase activatioprotein, epsilon 
polypeptide 


2296 


20840 


NM.031604 


Rattus norvegicus A TPase, H+ 
transporting, lysosomal 
noncatalytic accessory protein 
1a(Atp6n1a), mRNA. 
cc.dd 11/22Lenqth = 3876 


ATPase, H+ transporting, lysosomal (vacuolar 
proton pump) noncatalytic accessory protein 1 
(110/160 kDa) 


2297 


11296 


NMJB1606 


Rattus norvegicus phosphatase 
and tensin hornolog (Pten), 
f mRNA.11/22Length = 1212 


phosphatase and tensin hornolog (mutated in | 
multiple advanced cancers 1 ) 


1 Zz$o 


19022 


NM.031609 


Rattus norvegicus 
neuroblastoma, suppression of 
tumorigenicityl (NbU), mRNA. 
s.tjj.kk 11/22Lenqth = 1788 


Neuroblastoma, suppression of tumorigenicity 1 
(DNA segment human D1S1733E) 


| 2299 


24234 


NM.031614 


Rattus norvegicus thioredoxin 
reductase 1 (Txnrdl), 
r,y,zjj t kk mRNA.11/22Lenath = 336 


thioredoxin reductase 1 


2299 


24235 


NA/L031614 


y,z,kk J 


Rattus norvegicus thioredoxin 
reductase 1 (Txnrdl), 
mRNA.11/22Length-336 


hioredoxin reductase 1 


f 2300 


14957 


MM_031622 


f : 


Kattus norvegicus mitogen- 
activated protein Kinase 6 
f Mapk6), mRNA. 11/22Length = 
3662 , 


Tiitogen-activated protein kinase 6 


2301 


15767 r 


sIMJ)31623 < 


i 
( 

aa.bbjj.kk.il ' 


Kattus norvegicus growth factor 
•eceptor bound protein 14 
Grb14), mRNA.11/22Length = 
95 f 


jrowth factor receptor bound protein 14 


I 2302 


21772 h 


JM.031624 v 


Rattus norvegicus 
immunoglobulin binding protein 
1 Ogbpl), mRNA. 11/22Length = 
,z 1239 f 


Timunoglobulin (CD79A) binding protein 1 


2303 


567h 


IMJJ31628 p 


In 

A 


Rattus norvegicus nuclear 
eceptor subfamily 4. group A, 
lember 3 (Nr4a3), mRNA. 


uclear receptor subfamily 4, group A, member 3 


2304 


1727|N 


M.031642 


I 
P 
P 

kk 1 


kattus norvegicus core 
romoter element binding 
rotein (Copeb), mRNA. 
1/22Length = 1356 


pre promoter element binding protein 
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ItABLEI ~ " — " — : t. — rr—>. 


lsEQ)C 


t.GLGCI 


: denbarikAcc 

3 No. .,' 


Mode) Code 


: Known Ge/ie Nprne ^ ^ V *' : 


__p^Ker,44921^UyU-01-WO/2105485 
i ,Uni6ehe SeaUerice hiiKfpWiitW ' ' '•' 


230 


5 1606 


2NMJ)31646 


n,o 


Rattus norvegicus receptor 
(calcitonin) activity modifying 
protein 2 (RamD2) mRNA 

f^v v«wti p m* «MlllU£»f| I'll \l 

11/22Length = 751 


receptor (calcitonin) activity modifying protein 2 


230 


6 1744 


8 NM.031668 


h,l 


Rattus norvegicus MYB binding 
protein 1a (MybbolaV mRNA 
11/22Length = 3834 


MYB binding protein (P160) 1a 


230 


7 535 


BNM_031675 


r 


Rattus norvegicus actinin aiphs 
4 (Actn4), mRNA, 11/22Lennth 
= 2996 


Actinin, alpha 4 


2301 


3 19901 


3 NM _031676 


Jii 


Rattus norvegicus transgelin 3 
(Taqln3), mRNA 1/22Lpnnth - 
_12 


EST 


2305 


) 1840: 


3 NMJJ31677 


djj.kk 


Rattus norvegicus four and a 
half L1M domains 2 (Fhl2), 
mRNA.1 1/22Lenath = fM 


rour ana a half LiM domains 2 


231C 


) 15041 


NM.031678 


jj.kk 


Rattus norvegicus period 
homo!og2(Per2), mRNA. 
1 1/22Lenath = 5761 


period homolog 2 (Drosophila) 


2311 


20743 


NM_031684 


[a.x.z.kk 


Rattus norvegicus solute carrier 
family 29, member 1 fSlr9Qa^ 
mRNA 11/22Length = 1766 


solute carrier family 29 (nucleoside transporters), 
member 1 


2312 


8844 


NMJJ31690 


b 


Rattus norvegicus crystaKin, 
beta B3 (Crybb3). mRNA 
11/22Length = 747 


crystallin, beta B3 


2313 


16663 


NMJ)31695 


s 


Rattus norvegicus 
siaJyltransferase 5 fStat^ 
mRNA. 11/22Length = 2725 


sialyitransferase 5 


2314 


21575 


NIVL031698 


w,x 


Rattus norvegicus ribophorin 2 
(Rpn2). mRNA 1/22Lennth = 
2234 


ribophorin II 


2315 


16204 


NM_031706 


f.gjj.kk 


Rattus norvegicus ribosomal 
protein S8 (Rps8), mRNA. 
11/22Length = 696 


ribosomal protein S8 


2315 


16205 


NMJ)31706 


j.kk 


Rattus norvegicus ribosomal 
protein S8 (Rps8), mRNA. 
11/22Length = 696 


ribosomal protein S8 


2316 


18054 


WJJ31707 f 


,g,n,o 


Rattus norveaicus hompr 
neuronal immediate early gene, 
1(Homer1), mRNA. 11/22Length 
= 45 , 


RuvB-like protein 1 


2316 


18057 r 


ML031707 r 


r 


Kattus norveaicus hompr 
leuronal immediate early gene, 
l(Homerl), mRNA. 11/22Length 
= 45 £ 

r 


RuvB-like protein 1 


2316 


18059 h 


JM.031707 p 


r 
1 

,q,ee,ff = 


Kdttus norvegicus nomer, 
leuronal immediate early gene, 
(Homeric mRNA 11/991 on^K 
= 45 F 


^uvB-like protein 1 


2317 


24081 N 


*»• wo | / UO ( © 


r 


Rattus norvegicus adhesion 
sgulating molecule 1 (Adrml), 
iRNA. 11/22Length = 1444 


!ycoprotein110 


2318 


16918 H 


MJ)31709 a 


P 

h,l,w,x 


Rattus norvegicus ribosomal 
roteinS12(Rps12), mRNA. 
1/22Length = 499 „ 


bosomal protein S12 


I 2319 


2Q21o1n 


MJ)31710 lu. 


v [rr 


rattus norvegicus olfactory 
jceptor41 (Orfr41), 
RNA.ll/22Len9th = 984 0 


factory receptor 41 
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SEQ;ID 



2320 



2321 



2322 



2323 



2324 



2325 



2325 



2326 



GLGC ID 



1340 



ienBankAcc; 

No. • ;.: 



NM.031715 



19048lNM_031719 



15507[NMJ)31735 



20724|NM_031753 



16003|NM_031757 



14184|NM_031776 



14185|NM_031776 



4325|NM_031784 



2327 



16178lNM_031785 



2328 



1169[nMJ)31789 



2328 



117Q|NM_031789 



ModellCodei 



Ml 



kk 



kk 



t,l,m,jj,kk 



2329 



1182NM_031790 



2330 



15864|NMJ)31797 



2331 



2114|NM_031798 



2332 



16155jNMJ)31810 



2333 



15840lNM_031817 



7 Sl^^^^^j^sisisr 



KnowmGerie Name; ^l^ag^^^^ fffe 
Rattus norvegicus 
phosphofructokinase, muscle 
(Pfkm) ( mRNA,11/22Length = 

^ , [ph osphofructokinase. musdfi 

Rattus norvegicus chloride — 



channel, nucleotide-sensitive, 
1A(Clns1a), mRNA. 

11/22Lenqth = 1399 [chloride channel, nucleotide-sensitive. 1A 

Rattus norvegicus 



Rattus norvegicus activated 
leukocyte ceil adhesion 
molecule (Alcam), mRNA, 
11/22Length = 2866 



activated leukocyte cell adhesion molecule 



Rattus norvegicus matrix 
metalloproteinase24 
(membrane-inserted) (Mmp24), 

deaminase (Gda), mRNA. 
1/22Length = 1568 



Partus norvegicus guanine 
deaminase (Gda), mRNA. 
1/22Length = 1568 



guanine deaminase 



] guanine deaminase 



Rattus norvegicus potassium 
channel regulatory protein 
KChAP (83614), mRNA. 



transporting, lysosomal(vacuoiar 
jroton pump), subunit 1 

(Atp6s1), mRNA. 5/21Length = ATPase, H+ transporting, lysosomal (vacuolar 

5^: . proton pump), subunit 1 

Rattus norvegicus NF-E2- F — ■ 



related factor 2 (Nfe2l2), 
mRNA.5/21Length = 237 



JNF-E^related factor 2 



b,l,m 



),bb 



Rattus norvegicus NF-E2- 
related factor 2 (Nfe2l2), 

mRNA.5/21Lenpth = 237 [ NFjgjgjated fartnr 9 

Rattus norvegicus citron (Cit), — — — — 



mRNA. 1 1/22Length * 5952 postsynaptic density p rotein (cjtron) 



SZZf^T 9B \l | ESTSf Kangal 1 ( su PP^on of tumorigenidty 6, 
Kail), mRNA. 11/22Length = prostate; CD82 antigen (R2 leukocyte antigen, 

' ' ' antigen detected by monoclonal and antibody IA4)) 



Rattus norvegicus solute carrier 
family 12, member 2 (Slc12a2), 
mR NA. 11/22Lenqth = 642 solute g arrter family 12. mem ber 2 

Rattus norvegicus defensin i — 1 ^ L± - 

beta 1 (Defbl), mRNA. 

5/22Length = 416 jdefensln beta 1 



Kattus norvegicus 
osteomodulin (osteoadherln) 
(Omd), mRNA.5/21Length = 
1536 

-141- 



osteomodulin (osteoadherln) 
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TABLE "A 

7~ t .liient^nkAcal 



SEQID 



2334 



2335 



2336 



2336 



QLGC lD lNa; .; ^odel-GodeJ 
2655|NM_031821 d 

22321 NM_031832 kh.l.n.o.x.kk 



4748 NMJ)31834 s.t.aa.hh 



2337 



2337 



2337 



4749|NM_031834 t,bb 



8384 NM_031836 aa.ll 



2338 



2339 



8385 NM.031836 s.t.q 



83861NM_031836 II 



2340 



2340 



2340 



2340 



2341 



10269 NM_031838 lh,l,w.x 



15077[NM_031841 lii 



Rattus norveglcus serum- 
inducibie kinase (Snk), mRNA. 
11/22Length = 2781 

is norveglcus lectin, 
galactose binding, soluble 
3(Lgais3), mRNA. 5/22Length = 

948 

nanus norveglcus 



PCT/US2004/000240 

Atty. Ref. 44921-5090-01>WO/21O54ftr 



suifotransferase family 1A, 
phenol-preferring, member 1 
(Sult1a1), mRNA. 1/22Length = 
1227 



Rattus norvegicus 
suifotransferase family 1 A, 
tfienol-preferring, member 1 
(Sult1a1), mRNA. 1/22Length = 
1227 



t Unlg?ne Sequ^n^Cfusjier Title; 



semnnnducible kinase 



lectin, galactose binding, soluble 3 



suifotransferase family 1A, phenol-preferring 
member 1 



Rattus norvegicus vascular 
endothelial growth factor 

(Vegf),mRNA.11/22Length = 
645 



Rattus norvegicus vascular 
endothelial growth factor 

{Vegf) J mRNA.11/22Length = 

645 

Kattus norvegicus vascular 
endothelial growth factor 

(Vegf),mRNA.11/22Length = 
645 



Aryl suifotransferase cytosolic, 1A, phenol- 
preferring, member 3, suifotransferase family 1A, 
phenol-preferring, member 1 



19190 NMJH1969 h.l 



19191 NM_031969 |h,l 



19195 NM_031969 hill 



25802 NIVLQ31969 h.l^hhll 



Rattus norvegicus ribosomal 
protein S2(Rps2), mRNA. 
11/22Length = 817 

Kattus norvegicus stearoyl- 
Coenzyme A desaturase 2 
(Scd2),mRNA. 5/22Length = 
555 



vascular endothelial growth factor 



vascular endothelial growth factor 



vascular endothelial growth factor 



Rattus norvegicus Calmodulin 
(phosphorylase kinase, delta) 
(Calml), mRNA.11/22Length = 
3513 



Kattus norvegicus Calmodulin 1 
(phosphorylase kinase, delta) 
(Calml), mRNA.11/22Length = 
3513 



Rattus norvegicus Calmodulin 1 
phosphorylase kinase, delta) 

(Calml), mRNA.11/22Length = 

3513 



Rattus norvegicus Calmodulin 

phosphorylase kinase, delta) 

(Calml), mRNA. 11/22Length = 
3513 



2341 



17734 NM_031970 a.o.c.ee.ff.kf: 



17735|NM_031970 la.z.ee.ff.kk 



Rattus norveglcus Hoat shock 
27 kDa protein (Hsp27), mRNA. 



ribosomal protein S2 



Rat DNA polymerase alpha mRNA, 3' end, stearoyl- 
Coenzyme A desaturase 2 



Calmodulin 1 (phosphorylase kinase, delta) 



Calmodulin 1 (phosphorylase kinase, delta) 



Calmodulin 1 (phosphorylase kinase, delta) 



Calmodulin 1 (phosphorylase kinase, delta) 



Rattus norvegicus Heat shock 
27 kDa protein (Hsp271, mRNA. 
11/22Length = 787 



ESTs, Moderately similar to hypothetical protein 
MGC10974 [Homo sapiens) [H.sapiens], heat shock 
~" *jcC protein t 



ESTs, Moderately similar to hypothetical protein 
MGC10974 [Homo sapiens] [H.sapiens], heat shock 
27kD protein 1 
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Itabl 


eTP 5 : : — „ — , 


SEP;) 


,GLGt 


GenbankAo 
ID Nip. 


Model C$cte 






23< 


*1 177, 


36 NMJ)31970 


a.l.o.q.ee.ff.k 


Rattus norvegicus Heat shoe* 
27 kDa protein (Hsp27), mRM 
k 11/22Length = 787 


; «' S J moderately sirntlarto hypothetical protein 
\. MGC10974 [Homo sapiens] [H.sapiensl heatshnr* 

n-7i ri m. . V. ' 1 »«««piciioj, IIBdl SHOCK 

27kD protein 1 


23< 


h 14/ 


r 5 NMJ531971 


a,p,q,ee,ff 


Kattus norvegicus Heat shock 
protein 7-1 (Hspala), 
mRNA.5/21Length = 2455 


ESTs, Highly similar to S10A RAT S-100 Dratein 
_ alpha chain [Rnorvegicusl. Heat shock protein 70-1 


234 


2 866 


1 NM 031971 


e.ee.ff.gg 


Ranus norvegicus Heat shock 
protein 7-1 (Hspala), 
mRNA.5/21Length = 2455 


Heat shock protein 70-1 


234 


2 866 


2 NM 031971 


ee,ff,gg 


Kattus norvegicus Heat shock 
protein 7-1 (Hspala), 
mRNA.5/21Length = 2455 


Heat shock protein 70-1 


234 


2 866 


3NMJ)31971 


ee,ff,gg 


Kattus norvegicus Heat shock 
protein 7-1 (Hspala), 
mRNA.5/21Length = 2455 


_ Heat shock protein 70-1 


234: 


* 246* 


INMJJ31972 


cc.dd 


Rattus norvegicus Aldehyde 
dehydrogenase family 3, 
subfamily A1(Aldh3a1), mRNA, 
11/22Length = 1725 


. Aldehyde dehydrogenase class 3 


2344 


17076 


NM_031974 


99 


Rattus norvegicus ciathrin, light 
polypeptide (Lea) (Cita),mRNA. 
11/22Lenqth = 1124 


ciathrin light chain 


2345 


17556 


NM_031975 


i.k 


Kattus norvegicus " 
parathymosin (Ptms), mRNA. 
11/22Lenqth = 936 


parathymosin 


2346 


17601 


NM.031976 


aj|.kk 


Rattus norvegicus protein 
kinase, AMP-activated, beta, 
1 non-catalytic subunit (Prkabl), 

mHK 1 A A A M/ll 

mRNA. 11/22Length = 1978 


5'-AMP-activated protein kinase, beta subunit 


2347 


18499 


NMJ)31984 


aa.bb 


Kattus norvegicus caibindin 1 
(Calbl), mRNA.11/22Length = 
228 


cerebellar Ca-binding protein, spot 35 protein 




2347 


18500 


VM_031984 


3b 


Kattus norvegicus caibindin 1 
(Calbl), mRNA.11/22Length = 
228 


cerebellar Ca-binding protein, spot 35 protein 
36 kinase 


1 

1 


2348 
2348 


18898 f 


ML031985 i 




Kattus norvegicus S6 kinase 
Rps6kb1), mRNA. 5/21Length 
= 2287 < 


18899 h 


JMJ)31985 c 


S = 


Kattus norvegicus S6 kinase " 
Rps6kb1), mRNA. 5/21 Length 
s 2287 c 


>6 kinase 




2349 


19768 1\ 


M 031986 f. 


/ 
\ 

g,cc,dd 


<attus norvegicus syntenin " 
Sdcbp), mRNA. 5/21 Length = 
77 s 


yntenin 




23501 


20554 N 


M_031987 b 


o 

l.m.aa.cc^d n 


xattus norvegicus carnitine 0- 
ctanoyitransferase (Crot) 
»RNA.11/22LenQth = 26ai 


arnitine O-octanovitrancforaco 




2350 


20555 N 


M 031987 [} 


F 

0 

» IT 


tettus norvegicus carnitine 0- ~ 
stanoyltransferase (Crot), 
RNA.11/22Lenath = 2681 a 




1 




yjg? mi 


O32067 « 


F 
Pf 

1 m 


cattus norvegicus RalA binding ~ 
otein 1 (Ralbpl), 
RNA.5/21Lenath = 3622 a 


arnitine O-octanoyitransferase 

alA binding protein 1 


1 i 


032067 II 


R 

pr 

m 


attus norvegicus RalA binding" ~ 
otein 1 (Ralbpl), 

RNA.5/21 Length ' = 3622 Rs 


i!A binding protein 1 



WO 2004/063334 
TABLE 1 ; 



S EQ'ID 

2352 
2353 



2354 
2354 



2354 



2355 



2355 



UenbankAcc, 
GLGC-IDl^b, 



1171 NM_032071 
12299NM_032416 



21102 NM_,033021 
21 103[NM, 033021 



2355 



2356 



2356 



2356 



2356 



2357 



2358 



2359 



21104|nM_033021 



25529|NlvL033096 



25569[NMJ)33096 



19148|NMJ)33096 



25468|NM_033234 



Model Cqa'e; 



s,t 



c,v 



17829|NM_033234 



17832|NM_033234 



25469|NM_033234 



b,c,v 



b.c.v 



2577|NM_033236 



23715 



12364 



NMJ)33237 



NM,033351 



KhoW^^neNa f 
Rattus norvegicus synaptojanin 
2(Synj2) ( mRNA.11/22Length 

533 

Rattus norvegicus aldehyde 
dehydrogenase 2 (Aldh2), 
mRNA, 11/22Lenath = 1889 



Rattus norvegicus vesicle 
associated protein (VAP1), 
mRNA.7/21Length = 4422 

Rattus norvegicus vesicle 
associated protein (VAP1), 
mRNA.7/21Length = 4422 



Jik,y t z ) jj,kk 



e,y,z t ee,ff 



Rattus norvegicus vesicle 
associated protein (VAP1), 
mRNA,7/21 Length = 4422 
is norvegicus Protein 
phosphatase type 1B (formely 
2C), Mg-dependent, beta 
isoform (Ppmlb), mRNA. 
7/21Length = 3257 
Rattus norvegicus Protein 
phosphatase type 1B (formely 
2C), Mg-dependent t beta 
isoform (Ppmlb), mRNA. 

7/21 Length = 3257 

kattus norvegicus Protein 
phosphatase type 1B (formely 
2C), Mg-dependent, beta 
isoform (Ppmlb), mRNA. 

7/21 Length = 3257 

Rattus norvegicus Hemoglobin, 
beta (Hbb), mRNA. 12/21 Length 
= 62 



Rattus norvegicus Hemoglobin, 
beta (Hbb), mRNA. 12/21Length 
= 62 



PCT/US2004/000240 

Atty, Ref. 44921 -b09Qfl1rWO/2105Zfl/r 



synaptojanin II 



aldehyde dehydrogenase 2, mitochondria) 



vesicle associated protein 
vesicle associated protein 



vesicle associated protein 



Protein phosphatase type 1B (formely 2C), Mg- 
~ndent, beta isoform 



Protein phosphatase type 1B (formely 2C), Mg- 
dependent, beta isoform 



Protein phosphatase type 1B (formely 2C), Mg- 
dependent, beta isoform 



Hemoglobin, beta 



Rattus norvegicus Hemoglobin, 
beta (Hbb), mRNA. 12/21 Length 



62 



Rattus norvegicus Hemoglobin, 
beta (Hbb), mKNA. 12/21 Length 
62 



Hemoglobin, beta 



Rattus norvegicus froteasome 
iprosome, macropain) 26S 
subunit, ATPase (Psmc2), 
mRNA. 8/21Length = 143 



kttus norvegicus gaianin 
(Gal), mRNA.11/22Length = 



Hemoglobin, beta 



699 



Rattus norvegicus Fc receptor, 
IgG, alpha chain transporter 
(Fcgrt), mRNA.11/22Length = 
1552 



Proteasome (prosome, macropain) 26S subunit, 
ATPase 



gaianin 



Fc fragment immunoglobulin G receptor 



2359 



12365 NM,033351 



Rattus norvegicus Fc receptor, 

(Fcgrt), mRNA11/22Length = 
1552 



Fc fragment immunoglobulin G receptor 
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ItableT 
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SEQ ID: 



2360 



.SLGG.iD 



2361 



2362 



2362 



2363 



2364 



24419 



25072 



2367 



2368 



2369 



2370 



2371 



2371 



2372 



15867 



1311 



uenBanKAcc,: 

No. }•':};, ' 



NMJ33352 



kk 



NM.033485 aa 



Known t Gerie NameV". V- ■ • t 2 

^ — 1— ill: ■ ' ■■■ i 1 . 

Rattus norvegicus ATP-binding 
cassette, sub-family D (ALD), 
member 2 (Abod2), mRNA. 
11/22Length =5531 



Rattus norvegicus PRKC, 
apoptosis, WT1, regulator 
(Pawr), mRNA.11/22Length = 
2122 



EM. -i'./. i-v!! 



I^gfene^Sijquej|e Ouster Jitle : - :" : ; -V 



ESTs 



Rattus norvegicus eukaryotic 
translation elongation factor 
1alpha2(Eef1a2), mRNA. 
11/22Length = 144 



Prostate apoptosis response protein 4 



NMJ)53289 a,hJ,w.x 



1596 NMJ353294 



NM__053302 cc.dd 



1063 



14927 



14929 



2674 



NM.053309 ii 



NM_053326 hh 



Rattus norvegicus eukaryotic 
translation elongation factor 
1aIpha2(Eef1a2), mRNA. 
11/22Length = 144 



eukaryotic translation elongation factor 1 alpha 1 



growth factor 1 receptor (Igflr), 

S mie ^ {h r 4696 I lns " 6 ^owth factor 1 receptor 
Rattus norvegicus Pancreatitis- — ■■ 

S^mT^, u ESTS ' WeaR,y SlmiIart ° R02D3 - 2 P 

(Pap1),mRNA. 11/21Length * [Caenorhabditis elegans] [C.elegans], Pancreatitis- 
' 0 1 'associated protein 1 



i1 

(Pgk) ( mRNA.11/22Length = 
1675 



Rattus norvegicus Adenosine 
A2a-receptor(Adora2a), mRNA. 
4/22Length = 2373 



[Adenosine A2a-receptor 



Rattus norvegicus 

%££"^ ^P^dmrjjESTs, Weakly similar to dual-specificity 

neuronal immediate early gene, 
2(Homer2), mRNA. 11/22Length| 

Rattus norvegicus enigmi p»^l immediate eariy gene, 2 

homolog (Enh), mRNA. 
11/21Length = 1896 



enigma homolog 



NMJ53328 



NMJ53330 e 



NMJ353330 h.l 



NM.053333 



NM_,053338 



Rattus norvegicus basic helix- 
loop-helix domain 
containing.class B2 (Bhlhb2), 

^SS as, l basic helix -'°° p - helix domain class B2 

protein L21 (Rp!21), mRNA. 
11/22Length = 554 



Rattus norvegicus ribosomal 
protein L21 (Rpl21), mRNA. 
11/22Length = 554 



ribosomal protein L21 



Rattus norvegicus resistin like 
alpha (Retnla), mRNA. 

11/22Length = 54 

Rattus norvegicus Ras-r elated 
associated with diabetes 

(RradJ.mRNA.H^Length* 
1421 



ribosomal protein L21 



[Ras-related associated with diabetes 
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2376 6155 NM Q53356 



SEQ;|b 
2374 


GL'GC.|d) 
18949 


loenbaiiKAtc. 

No; ;' : -' 

WIVL053345 


ii 


j^oWh.Gehe Njnfe#,^;.; -'V' 
Kattus norvegicus general " 
transcription factor Ha, 2 
(12kDsubunit)(Gtf2a2), mRNA. 
11/21 Length = 33 


Atty. ra, Wl-5090-01.WO/2infi4ftK 

fln'igene S^uen^QlOster Titi& \ V ' : ." . -V 


2375 


93521 


NMJ)53347 


M 


Kattus norveglcus nuclear 
distribution aene F 
homolog(Aspergillus) (Nude), 
mRNA. 11/22Length = 2153 


general transcription factor iia. 2 (12kD subunit) 
nuclear distribution gene E homolog (Aspergillus) 
procollagen, type I, alpha 2 


2376 


6154 


NMJ)53356 




Rattus norvegicus procollagen, 
type I, alpha2(Co!1a2),mRNA. 
1 1/22Length = 4474 



type I, alpha2(Col1a2),mRNA. 
11/22Length = 4474 



2376 6156 NM 0533fifi 
2376 6157 NMJ)53356 If.o 



Rattus norvegicus procollagen, 
type I, aipha2(Col1a2),mRNA. 
11/22Lenqth = 4474 

Rattus norveglcus procollagen, 
type I, aIpha2(Col1a2),mRNA. 
11/22Length = 4474 



procollagen, type I, alpha 2 



2376 25184 NIVL053356 f 



Rattus norveglcus procollagen, 
type I, alpha2(CoI1a2),mRNA. 
11/22Length = 4474 



collagen, type I, alpha 2 
[procollagen, type I, alpha 2 



2377 19512 NM_053365 ii 

2378 622 NM.053369 ajk 
2378 623 NM_053369 r.hh 



Rattus norvegicus fatty acid 
binding protein 4 (Fabp4), 

tirS~ adipocyte lipid-bindinan rntPin 

R attus norvegicus transcription I — K — 

factor 4 (Tcf4), mRNA. 

1/22Length = 259 

Rattus norvegicus transcription 
factor 4 (Tcf4), mRNA. 
|l/22Length = 259 



transcription factor 4 



2379) 16017 



23791 16018 



_2380l 14621 



_2381| 6712 



NM.Q53401 o.aa 



transcription factor 4 

Rattus norvegicus nerve growth 
factor receptor (TNFRSF1 6) 1 
associated protein 1 (Ngfrapl), , 
mRNA. 11/22Lenqth = 519^ brain expressed X-link*H a 



NMJ53401 b.c 



NMJ353437 e.hh 



NMJD53448 cc.dd 



Rattus norvegicus nerve growth 
factor receptor (TNFRSF16) 
associated protein 1 (Ngfrapl) 

diacylglycerol O-acyltransferase 
1(Dgat1), mRNA. 11/22Length 
- 1751 



Kattus norvegicus hlstone 
deacetylase3(Hdac3), mRNA. 
11/22Length = 1799 



NMJJ53463 If.m 



[histone deacety lase3 



Rattus norvegicus nucfeobindin 
(Nucb), mRNA.11/22Length = 

Inucleobindin 



-146- 
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TABLE 1 



2383 



GLGOJD 



21866 



2384 



2385 



21498 



15556 



2386 



2387 



2388 



2389 



2390 



2391 



2392 



16394 



14904 



16135 



18826 



ientJank.Acc, | = x > • ■ . 
No..' ... •lM^e|:Cbie ; 

NMJ)53472 lu.y 



NM_053474 log 



• ,^ IS gl 44921^9 0 ^1^0/2105485". ^ 

Rattus norvegicus cytochrome ------ -----^^^ : I 

c oxidase, subunit 4b (Cox4b), 

mRNA.11/22Lenflth = 74 cytochrome c oxidase, subnnit IVb 



NM_053483 Ikk 



NMJ)53485 h.Lw.x 



NM.053492 Is.t 



Rattus norvegicus splnophilin 
(LOC84686), mRNA. 
11/21Length = 455 

Rattus norvegicus karyopherin 
(importin) alpha 2 (Kpna2), 

binding protein A6 
(calcyclin)(S1a6), mRNA. 
11/21 Length = 291 



calcium binding protein A6 (calcyclin) 



NMJ)53516 laa.bb 



NM_053523 bb 



,14380 NM.053536 e.y.z 



_31 NMJ)53537 b 



15829 



2393 



2394 



2395 



e.n.o.p.q.r.aa 
NMJ)53551 Ibb 



17298 NMJ353553 [cc.dd 



J1843 NMJ353555 In.o.s 



4327 1 



NMJ53563 kn.o.y.zjj.kk 



2396I 1 15708 



NM,053565 Ip.q.y.z 



Rattus norvegicus transporter- - 
like protein (CtH), 
mRNA.11/21Lenqth = 2849 Itranspnrfor-iikp nmtoin 

Rattus norvegicus unknown Glu 1 — 

Pro dipeptide repeat 
protein(LOC85383), mRNA 
1 1/21 Length = 1876 
Rattus norvegicus 



unknown Glu-Pro dipeptide repeat protein 



homocysteine-inducible, 
endoplasmic reticulum stress- 
inducible, ubiquitin-iike domain 
SZ^T^ mRNA * homoc y s teine-indudble, endoplasmic reticulum 
{gS^^ ubiquitin-iike domain memhPr L 

factor 15 (Klf15), mRNA. 
11/22Length = 2458 
~~ is norvegicus solute ( 
family 22 (organic anion 
transporter), member 7 
(Slc22a7), mRNA. 1/22Length = Isolate earner family 22 (organic anion transporter), 

'member 7 



Kruppel-like factor 15 (kidney 



Rattus norvegicus pyruvate 
dehydrogenate kinase 4 (Pdk4), I 

2(Syngr2), mRNA. 11/21 Length 

= 118 

lattus norvegicus veside- 
associated membrane protein 5 
(Vamp5), mRNA. 1 1/21 Length = 
39 



Kattus norvegicus nuclear RNA 
helicase, DECD variant of 



vesicle-associated membrane protein 5 



°SK?^ ),mRNA ' fc^^ 1 "^ DECD variant of DEAD box 



^540iNM_053568 



Kattus norvegicus cytokine 
inducible SH2-containing protein 
3(Cish3), mRNA.11/21Length 
= 863 

Kattus norvegicus phospnaie" 
cytidylyltransferase2 I 
ethanolamine (Pcyt2), mRNA. 
11/21Length = 1846 



family 



hosphate cvtidylyitransferase 2, ethanolamine 
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WO 2004/063334 



TABLE 1 



2398 



2399 



GLjGCj'p 



ienoankAcc, 



19252[NM„053576 



653|NMJ)53580 



24Q0| 304aNM 053582 



2400 3050 NM 053582 



24011 24875INM 053583 



2402 21170|NM_053585 



2403 21445 NM 053587 



2404[ 20896lNM 053592 



aa.bb 



,k,t,kk 



,k t t,kk 



Raitus norvegicus 
peroxlredoxin 5 (Prdx5), mRNA. 
1/22Length = 1414 



PCT/US2004/000240 



Atty:.Ref^921>bU90^1^WO/2l l)fi4flr 

>, ."J.., ~ .. ^ J ~ ; ~ — ~ 



Rattus norvegicus fatty acid 
transport protein (SIc27a1) f 
mRNA. 11/21 Lengt h = 398 

Kattus norvegicus 
glucocorticoid-inducible protein 
(gis5),mRNA. 11/21 Length 
1869 



Kattus norvegicus 
glucocorticoid-inducible protein 
(gis5),mRNA. 1 1/21 Length = 



a.e.y.z.ee.ff 



Kattus norvegicus Oif-1/EBF 
associated Zn finger protein 
Roaz(Roaz), mRNA. 
11/21Length = 4665 

Kattus norvegicus MAP-kinase 
activating death domain 

(Madd),mRNA1 1/21 Length = 
5249 



Kattus norvegicus S1 calcium- 
binding protein A9(calgranuiin 
B)(S1a9), mRNA.11/21Length 
-494 



Kattus norvegicus 
Deoxyuridinetriphosphatase 
(dUTPase) (Dut), mRNA. 
5/22Length = 952 



peroxlredoxin 5 



fatty acid transport protein 



glucocorticoid-inducible protein 



[lucocorticoid-inducible protein 



OIM/EBF associated Zn finger protein Roaz 



MAP-kinase activating death domain 



S100 calcium-binding protein A9 (calgranuiin B) 



Deoxyuridinetriphosphatase (dUTPase) 



2405] 20902INM 053593 



Rattus norvegicus cyclin- 
dependent kinase 4 (Cdk4), 
mRNA.11/21Length = 1232 



2406I 21709INM 053596 



.k.y,n 



Rattus norvegicus Endothelin- 
converting enzyme 1 (Ece1), 
mRNA5/22Length = 4469 



cyclin-dependent kinase 4 



2407[ 2103|nM 053597 



2408 11794|NM_053606 



Kattus norvegicus ribosoma! 
protein S27(Rps27), mRNA. 
1/22Length = 336 



Kattus norvegicus Matrix 
metalloproteinase 23 (Mmp23), 
mRNA. 11/21 Length = 1444 



2409| 20243lNM 053615 



2410 13005 



24111 1228 NMJ)53625 



NMJ53623 



aa.bb 



Rattus norvegicus casein 
kinase 1, alpha 1 (Csnk1a1), 
mRNA. 11/21 Length = 978 



Endotheiin-converting enzyme 1 



ribosomal protein S27 



Matrix metalloproteinase 23 



J,k,y,z 



<attus norvegicus tatty acid 
Coenzyme A ligase, long chain 

(Facl4) ( mRNA.11/22Length = 
4862 



NMJJ53630 



b.u.v 



Kattus norvegicus G elongation 

factor (EF-G), mRNA. 

1/21 Length = 2619 

sattus norvegicus poiassHum 

voltage-gated channel, 

ouwiaiiiiijr n \cay-icimcCf}, 

member 4 (Kcnh4), mRNA. 
11/21Length = 3736 



casein kinase 1, alpha 1 



fatty acld-Coenzyme A ligase, long chain 4 



G elongation factor 



potassium voltage-gated channel, subfamily H (eag 
related), member 4 
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TABLE 

Seqic 


rp" ^ — =- 

. ICienBankAcc 
^gLgc id|no.^ ; : 


Mode) Code 




Atty. Ref, 44921-509(W)1-WO/2105485 
^ .^pjgene-Si^Deh^ ' ' 




241 


3 8£ 


>7 NM_053633 


y.2iee,ff 


Rattus norvegicus early growl 
response 2 (Egr2), mRNA. 
11/21Length = 2976 


early growth response 2 


241 


4 1864 


4NM_053648 


bb 


Rattus norvegicus Deta- 
carotene 15, 15-dioxygenase 
(Bcdo),mRNA. 11/22Length = 
227 


beta-carotene 15, 15'-dioxvgenase 


2411 


5 111 


BNMJ)53655 


u 


Ranus norvegicus dynamin 1- 
like (Dnmll), mRNA. 
11/22Length = 3845 


dynamin 1 -like 


2416 


> 13K 


d NMJ353656 


s ( Ui 


Rattus norvegicus purinergic 
receptor P2X ( ligand-gated Ion 
channel, 2 (P2rx2), mRNA. 
1/22Length = 1831 


punnergic receptor P2X, ligand-gated ion channel. 2 


2417 


345< 


INM_053662 


p.q 


Rattus norvegicus cyclin L 
(Ccnl), mRNA. 1 1/21 Length = 
292 


cyclin L 


2417 


345E 


JNMJ53662 


p^gg 


Rattus norvegicus cyclin L 
(Ccnl), mRNA.11/21Length = 
292 


cyclin L 


2418 


2063 


NMJ353682 


e 


Rattus norvegicus YME1 
(S.cerevislae)-like 1 (YmeWI 
mRNA,1 1/21 Length = 2727 


YME1 (S.cerevisiae)-like 1 


2419 


16122 NML053698 


P.q.ee.ff 


Rattus norvegicus Cbp/p3- 
Interacting transactivator, 
withGlu/Asp-rich carboxy- 
terminal domain, 2 (Cited2), 
mRNA. 11/21 Length = 1155 


Cbp/p300-interacting transactivator, with Glu/Asp- 
rich carboxy-terminal domain, 2 


2419 


16123 


NM.053698 


d.P,qjj,kk 


Kattus norvegicus Cbp/p3- 
interacting transactivator, 

WlthGlu/AsD-rir^i narhnw 

terminal domain, 2 (Cited2), 
mRNA. 11/21 Length = 1155 


Cbp/p300-interacting transactivator, with GIu/Asp- 
rich carboxy-terminal domain. 2 


2420 


6684 


NM_053703 


kk 


Rattus norvegicus mitogen- 
activated protein kinase kinase 
6(Map2k6), mRNA. 11/22Length 
= 169 


muogen-activated protein kinase kinase 6 

{mr\r\n\ Ills si -f _ —i. — „ j / ^ i \ 

MiippeHiKe factor 4 (gut) 




2421 
2421 


13622 


MM.053713 < 


aa.bb.il 


Rattus norvegicus Kruppel-like 
factor 4 (gut) (Kif4), 
nRNA.11/22Length = 2393 


22411 f 


MMJ)53713 c 


f 


Rattus norvegicus Kruppel-Iike 
actor4(gut)(Klf4), 
nRNA.11/22Length* 2393 \ 


<ruppel-like factor 4 (qut) 




2421 


25379* 


ML053713 t 


f 

II 


Rattus norveqicus KruDoel-iikp 
actor 4 (gut) (KH4), 
nRNA.11/22Length = 2393 t 


(ruppeWike factor 4 (qut) 




I 

2422 


♦52*9 


IMJ)53739 d 


ii 

,f,g 


Kattus norvegicus beclin 1 
coiled-coil, myosin-like BCL2- 
iteracting protein) (Becnl), t 
iRNA.11/21Length = 198 p 


eclin 1 (coiled-coil, myosin-like BCL2-lnteracting 
rotein) 




*.-T*.^j 


13369 l\ 


IVL053742 n 


n 
P 

o 


<attus norvegicus 
hosphotidylinositol transfer 
roiein, Deia(Pitpnb), mRNA. 
1/22Length = 268 n 


hosphotidylinositol transfer protein, beta 




! I 

_ 2121; 10510|nM_053743 |u. 


q 

a 

v v 


<attus norvegicus ce« mslon 
fde 37 homolog(S. 
3revislae)(Cdc37),mRNA. C 
l/22Length = 164 ^ 


DC37 (cell division cycle 37, S. cerevisiae, 
Jmolog) 
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WO 2004/063334 
TABLET 



SEQ1D. 



2425 



GLGClD 



18175 



2426[ 7927 



2428 1 4015 



2428 14017 



2429 1016 



yenB^nkAec; 

Np:-, 



NMJD53752 



NMJ)53765 



N1VL053769 



NM_053770 



NM_053770 



Mbdel Code 



aa.bb 



Rattus norvegicus succinate- 
CoA ligase, GDP-forming, 
alphasubunit(Suclgl), mRNA. 
11/21Length = 1684 



PCT7US2004/000240 



Atty. Kef, 44921-5090-O1-WO/2'l05485T" 



Unigene Sequence 



•Gluster/Title- 



cc.dd 



hh 



hh 



NM_053772 



Kattus norveglcusUDP-N- 

acetylglucosamine-2- 

epimerase/N- 

acetylmannosamine kinase 
(Uae1),mRNA.11/22Length = 

25Q_ 

Rattus norvegicus protein 
tyrosine phosphatase, non- 
receptortype16(Ptpn16), 
mRNA, 11/22Length = 198 



Rattus norvegicus Arg/Abl- 
Interacting protein 
ArgBP2(Argbp2), mRNA. 
11/21Length = 6331 



Rattus norvegicus Arg/Abl- 
interacting protein 
ArgBP2(Argbp2), mRNA. 
11/21Length^6331 

Rattus norvegicus protein 
kinase inhibitor, alpha (Pkia), 
mRNA.11/21Length-1183 



succinate-CoA l igase, GDP-forming, alpha subunit 



UDP-N-acety!glucosamine-2-epimerase/N- 
acetylmannosamine kinase 



protein tyrosine phosphatase, non-receptor tyoe 16 



Arg/Abl-interacting protein ArgBP2 



Arg/Abi-interacting protein ArgBP2 



protein kinase inhibitor, alpha 



2430| 9059 



NMJ)53783 



],k t kk 



Rattus norvegicus interferon 
gamma receptor (Ifngr), mRNA. 
1/21Length = 186 



2431 11606 



NMJJ53795 



Rattus norvegicus kinase D- 
interacting substance of 22 kDa 
(Kidins22), mRNA. 3/22Length = 
714 



interferon gamma receptor 



kinase D-interacting substance of 220 kDa 



2432 25594 



2433 15615 



2434| 25262 



2435 15002 



2435I 15003 



2436I 20421 



2437I 16173 NM 053822 



NMJ53799 



NM_053800 



NfyL053814 



NMJJ53819 



NMJ353819 



NMJ53821 



Rattus norvegicus aspartyl- 
tRNA synthetase (Dare), 
mRNA.11/21Length = 2143 



Rattus norvegicus thioredoxin 
(Txn), mRNA. 11/22Length = 33 



b^v.cc.dd 



Rattus norvegicus Rho 
interacting protein 3 (Rhoip3), 
mRNA.11/21Length = 3286 



a,l,k,n,o,x l z,hh 
,kk 



a.l.k.n.o.x^.hh 
kk 



Rattus norvegkx'S tissue 
inhibitor of metalloproteinase 1 
(Timpl), mRNA. 11/21 Length = 
74 



aspartyl-tRNA synthetase 



thioredoxin 



Rho interacting protein 3 



e,y,z,ee,ff 



Rattus norvegicus tissue 
inhibitor of metalloproteinase 1 
(Timpl), mRNA. 1 1/21 Length = 

74 

iuus norvegicus v-ral simian 
leukemia viral oncogene 
homologB (ras related) (Ralb), 
mRNA. 11/21 Length - 274 



Rattus norvegicus SI calcium- 

A)(S1a8), mRNA. 11/21 Length 
= 361 



tissue inhibitor of metalloproteinase 1 



tissue inhibitor of metalloproteinase 1 



v-ral simian leukemia viral oncogene homoiog B 
'rasrelr 



S100 calcium-binding protein A8 (calgranulin A) 
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ITABLE 1 ~ 

|sEaip;'|ffLGG. 

2438 1715 


1 tienbankAcc 

D N.6.. 

>4 NM.053835 


-^99 


t -* . • 
, .Knovyo Gene Name 

Rattus norvegicus clathrin, lig 
polypeptide (Lcb) (Cltb),mRNA 
11/22Length = 982 


any. ever. ^3Zi-0uytHJ1-WO/21 05485 . 

r yUnjgerie Sequehbe Clijsfer title ' > ' ' ■! J- . : •. - ■ 

it 
it 

clathrin, light polypeptide (Lcb) 


242 


» 1715 


5 NMJ53835 




Rattus norvealcus clathrin \\n\ 
polypeptide (Lcb) (Cltb),mRNA 
_11/22Length = 982 


u 

_ clathrin, light polypeptide (Lcb) 


243 


8 1806 


5 NMJ53835 


c 


Rattus norvealcus clathrin linh 
polypeptide (Lcb) (Cltb),mRNA. 
11/22Length = 982 


i 
i 

clathrin, light polypeptide (Lcb) 


243 


9 1609J 


3 NM_053837 


f.r.cc.dd 


Rattus norvegicus adaptor- 
related protein complex 2, mu 1 
subunit (Ap2m1), mRNA.' 
11/21Length = 1816 


_ adaptor-related protein complex 2, mu 1 subunit 


244( 


) 20866 


j NM _053843 


jkk 


Rattus norvegicus Fc receptor, 
IgG, low affinity II) (Fcgr3), 
mRNA, 11/22Length = 1318 


Fc receptor, IgG, low affinity 111 


I 244C 


I 20869 


NM_053843 


w,x,kk 


Rattus norvegicus Fc receptor, 
IgG, low affinity III (Fcgr3), 
mRNA. 11/22Length = 1318 


Fc receptor, IgG, low affinity III 


1 HA A A 

2441 


1780 


NM.053846 


u,v 


rvouud iiurvegicus neurexin 2 
(Nrxn2), mRNA. 11/21 Length = 
6436 


neurexin 2 


II 1 A A o 

2442 


1011 


NM_053851 


e_ 


Kattus norvegicus calcium 
channel, voltage-dependent, 
beta 2subunit (Cacnb2) mRNA 
11/22Length = 3927 


calcium channel, voitage-dependent, beta 2 subunit 

N-acetyltransferase 1 (arylamine N- 
acetyltransferase) j 


2443 


16361 


NMJ353853 


cc,dd 


Rattus norvegicus N- 
acetyltransferase 1 (arviaminoN 
acetyltransferase) (Natl), 
mRNA. 11/22Length = 2533 


2444 


15701 


MM_053857 < 


1 
1 

M i 


Kattus norvegicus eukaryotic ' 
(ranslation initiation factor4E 
Dinding protein 1 (Eif4ebp1), 
nRNA.11/22Length = 843 


eukaryotic translation initiation factor 4E binding 
arotein 1 


I 2444 


1571 r 


JMLQ53857 6 


t 
t 

>,t,kk r 


Rattus norveaicus eukarvnfir 
ranslation initiation factor4E 
)inding protein 1 (Elf4ebp1), ( 
nRNA.11/22Length = 843 t 


sukaryotic translation initiation factor 4E binding 
)rotein 1 


2445 


18357 h 


IM.053864 n 


c 

,o 1 


Rattus norveaicus vain^in 
ontaining protein (Vcp), mRNA. 
1/22Length = 287 ^ 


alosin-containing protein 


2446 


11405 N 


MJ)53866 f 


f 

p 

p 
1 


xatius norvegicus 
hospholipase A2. activatina 
rotein (Plaa),mRNA. 
1/21Length = 2451 p 


hospholipase A2, activating protein 


2447 


1352 N 


M 053880 a< 


1 
p< 

3 1 


<attus norvegicus dynein, 
rfoplasmic, intermediate 
3lypeptide2(Dnci2) ( mRNA. 
l/21Length = 2538 h 


/nein, cytoplasmic, intermediate polypeptide 2 


2448 


20939 N 


VI 053884 lac 


F 

! |m 


lattus norvegicus ATPase, 

icuolar,14kD(Atp6s14), 

RNA. 11/21 Length = 667 A' 


rPase, vacuolar. 14 kD 
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TABLE 
SEQID 


^ GLG,G.|[ 


■i GenBank Acc 

) No: 1 "" ' ' •. -T 


:. t - ;iy\«- 

: Modej^bode;; 




Atty.rRef, 44921 -5090-01 -WO/21 05485 
£ UrirgeneSe^iience Ciuster;^^ /ff ; ;' : 'J; \- • 

arginine-giutamic acid dipeptide (RE) repeats 


244 


9 38 


5 NMJ)53885 


b.o.u.v.ee.ff.W 


Rattus norveglcus arglnine- 
glutamic acid dipeptide (RE) 
repeats(Rere), mRNA, 
c 11/21Length = 6659 


2451 


) 75; 


3 NMJ)53897 


ee.ff.gg 


Rattus norvegicus Proteinase- 
activated receptor-2, G protein- 
coupled receptor 11 (F2rl1) ( 
mRNA. 5/22Length = 1428 


Proteinase-activated receptor-2, G protein-coupled 
receptor 11 


245' 


1570* 


> NMJ053921 


II 


Rattus norvegicus peroxisomal 
biogenesis factor 12 (Pex12), 
mRNA. 11/21 Length = 2347 


peroxisomal biogenesis factor 12 


2452 


! 142€ 


I NIO53950 


aa 


Rattus norvegicus eukaryotic 
translation initiation factor 2B 
(EH2b), mRNA.11/21Length = 
1634 


eukaryotic translation initiation factor 2B 


2453 


531 


NMJJ53951 


gg 


Rattus norvegicus MCF.2 cell 
line derived transforming 
sequence-like (Mcf2l), mRNA. 
11/21Length = 4354 


MCF.2 cell line derived transforming sequence-like 


2454 


16552 


NMJ53961 


h,l,n ( o 


Rattus norvegicus endoplasmic 
retucium protein 29(Erp29), 
mRNA. 11/21 Length =4529 


endoplasmic retucium protein 29 


2454 


16553 


NMJ53961 


W 


Rattus norvegicus endoplasmic 
retucium protein 29 (Erp29), 
mRNA. 11/21 Length = 4529 


endoplasmic retucium protein 29 


2455 


16654 


NMJ53963 


n,o 


Rattus norvegicus matrix 
metalloproteinase 12 (Mmp12) ( 
mRNA. 11/21 Length = 1632 


matrix metal lonroteinasa 1 9 


2456 


16546 


NML053965 


hh 


Rattus norvegicus solute carrier 
family 25(carnitine/acylcarnitine 
translocase), member 2 
(Slc25a2), mRNA.1 1/21 Length = 
1231 


solute carrier family 25 (carnitine/acylcarnitine 
lransloea<;p^ mpmhpr 00 


2456 


16547 


NM.053965 


hh 


Rattus norvegicus solute earner 
family 25(carnitine/acylcarnitine 
translocase), member 2 
(Slc25a2), mRNA.11/21Length = 
1231 


solute carrier family 25 (carnitine/acylcarnitine 
ranslocase^ mpmhpr 00 


2457 


6357 


NM_053969 


1 


Rattus norvegicus G protein 
pathway suppressor 1 (Gps1), 
nRNA.11/21Length = 1794 < 


3 DrotPtn DPthwflv cnnnroccnr "f 
*-* piwiciii pauiway oUfjpicooUi ] 


2458 


15135 I 


MMJ53971 ! 


1 

Un,o,w,x 


Rattus norvegicus ribosomal 
Droteln L6 (RPI6), mRNA, 
!1/21Length = 963 r 


ibosomal nrnfpin I R 


2458 


15136 1 


nJM_053971 t 


1 

U.w.ii 


Rattus norvegicus ribosomal 
3roteinL6(Rpl6), mRNA. 
M/21Length = 963 r 


ibosomal protein L6 


2458 


22183 f 


slM_053971 \ 


f 

U 1 


Rattus norvegicus ribosomal 
>rotein L6 (Rp!6), mRNA. 
1/21Length » 963 f 


EST 


2459 


15343 h 


JM„053973 a 


( 
( 

a 1 


Kattus norvegicus Ras-related 
3TP-binding protein ragA 
Raga),mRNA.1 1/21 Length = 
61 ~ p 


las-related GTP-bindlng protein ragA 
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SEQ ID 



2460 



2461 



2462 



2464 



2465 



2466 



GLGC'ID 



18798 



15468 



15642 



^enbankAce,.| =*. 

• Gene Name?; ■ «?y} s # 

Rattus norvegicus RAB28, 
member RAS onoogene family 

(Rab28),mRNA.11/21Length = 
NM.053978 |hJ.n a o |l483 



NML.053965 Id 



18025 



17739 



NMJ)53985 d 
NM_053986 cc,dd 



NMJ)53995 g 



16962 NM,053999 lu.v 



2467 



2468 



2459 



2470 



2471 



25249 



,16566 NM_054004 L 



1108NM_0540Q5 |b.l.m 



17431 



NMJ54006 |cc,dd 



17326 



2471 



17330 



NM_054008 kt 



NMJ354008 laa.bb 



NfeL057GS7 if.. 



-^30|nm_057100 



Kattus norvegicus H3 histone, 
family 3B(H3f3b), mRNA. 
11/21Length = 117 



ribosomal protein S15a 



Rattus norvegicus H3 histone, 
family 3B(H3f3b), mRNA. 

11/21Length = 117 

Rattus norvegicus myosin lb 
(Myolb), mRNA.11/22Length = 
367 



d,u,v 



Rattus norvegicus progestin 
induced protein (dd5), mRNA. 
|l1/21Length = 318 



Rattus norvegicus 3- 
hydroxybutyrate dehydrogenase 
(heart, mitochondrial) (Bdh), 
lmRNA.11/21Length = 142 



H3 histone, family 3B 



H3 histone, family 3B 
myosin IB 



Kattus norvegicus protein 
[phosphatase 2 (formerly 2A) ( 
regulatory subunit B (PR 52), 
alpha isoform (Ppp2r2a), 

!mRNA.11/21Length = 2142 
kattus norvegicus CD36 
antigen (collagen type I 
receptor.thrombospondin 
receptorHike2(Cd36l2), 
lmRNA.11/21Lenoth = 19 3fi 

Rattus norvegicus TBP- 
interacting protein 12A (Tip12A) 
mRNA. 11/21 Length = 4383 

Kattus norvegicus integral 
membrane-associated protein 
1(ltmap1), mRNA. 11/21 Length 
= 2282 



Rattus norvegicus unr protein 
! (unr), mRNA. 1 1/21 Length = 
3755 



Rattus norvegicus Rgc32 
protein (Rgc32), mRNA. 
11/21Length = 889 



Rattus norvegicus Rgc32 
protein (Rgc32), mRNA. 
11/21Length = 889 



norvegicus vesicle- 
associated membrane protein 3 
(Vamp3), mRNA.11/22Length = 
1742 _____ 
Rattus norvegicus growth arrest 
specific 6 (Gas6), 
mRNA.11/22Len oth = 2573 



)rogestin induced protein 



3-hydroxybutyrate dehydrogenase (heart, 
mitochondrial) 



protein phosphatase 2 (formerly 2A), regulatory 
subunit B (PR 52), alpha isoform 



unr protein 



vesicle-associated membrane protein 3 



jrowth arrest specific 6 
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TABLET 



SEQID 



2474 



2475 



2476 



GLGC ID 



17709 



19658 



9528 



tSenBank^Acc, 
No. 



NMJ)57101 



NMJ)57103 



NMJ57104 



u,v 



frown Qehe;Name • • ,>* 

Rattus norvegicus Cytochrome 
P45, subfamily XXI (steroid 21- 
hydroxylase) (Cyp21), mRNA. 
1/22Length = 1964 



Rattus norvegicus A kinase 
(PRKA) anchor protein (gravin) 
12(Akap12), mRNA. 
11/22Length = 5236 



kattus norvegicus 
ectonucleotlde 

pyrophosphatase/phosphodieste 
rase2(Enpp2),mRNA, 
11/22Length = 3216 



PCT/US2004/000240 

Atty. Ref. 44921 -5090-01 -WO/21 05485 



Tenascin X 



A kinase (PRKA) anchor protein (gravin) 12 



ectonucleotide pyrophosphatase/phosphodiesterase 



2477 



15125 



NMJ357105 



,kk,ll 



2478 



15391 



NM_057114 



2479 



23307 



NM.057119 



Rattus norvegicus UDP 
glycosyltransferase 1 
family.polypeptide A6 (Ugt1a6), 
mRNA. 1/22Length = 1593 



Rattus norvegicus 
peroxiredoxln 1 (Prdxl), mRNA. 

11/21 Length = 882 

Kattus norvegicus splicing 
factor, arginine/serine- 
rich(transformer 2 Drosophlla 
homolog) 1 (Sfrsl), mRNA. 
11/21 Length = 1978 



UDP glycosyltransferase 1 family, polypeptide A6, 
UDP glycosyltransferase 1 family, polypeptide A7 



peroxiredoxin 1 



splicing factor, arginine/serine-rich (transformer 2 
Drosophila homolog) 10 



2479 



23310 NM_0571 19 



e,s t t 



Kattus norvegicus splicing 
factor, arginine/serine- 
rich(transformer2 Drosophila 
homolog) 1 (Sfrsl), mRNA. 
11/21Length = 1978 



splicing factor, arginine/serine-rich (transformer 2 
Drosophila homolog) 10 



2480 



727 



NMJ357123 



Rattus norvegicus protease 
(prosome, macropain) 26S 
subunit, ATPase 1 (Psmd), 
mRNA. 11/21 Length* 1556 



protease (prosome, macropain) 26S subunit, 
ATPase 1 



2481 



919 



NMJD57125 



m 



2482 



2413 



NM.057141 



g.n.o.u.v 



Rattus norvegicus peroxisomal 
biogenesis factor 6 (Pex6), 
mRNA.11/21 Length = 31 69 



Rattus norvegicus 
heterogeneous nuclear 
ribonucleoprotein K (Hnrpk), 
mRNA. 11/22Length = 2563 



peroxisomal biogenesis factor 6 



heterogeneous nuclear ribonucleoprotein K 



2482 



2416 



NM_057141 



Rattus norvegicus 
heterogeneous nuclear 
ribonucleoprotein K (Hnrpk), 
mRNA. 11/22Length = 2563 



2483 



1892 



2484 



19481 



2485) 15460 



NM.057144 



,o,x,ee,ff,kk 



Rattus norvegicus cysteine-rich 
protein 3 (Csrp3), mRNA. 
11/22Length = 853 



heterogeneous nuclear ribonucleoprotein K 



NM.057153 



y,z,ee,ff 



Rattus norvegicus oxidation 
resistance 1 (Oxr1) : mRNA, 
11/21Length = 1896 



cysteine-rich protein 3 



NMJ57191 



muscle protein 

(Sarcosin),mRNA. 11/21 Length 
= 2316 



oxidation resistance 1 



sarcomeric muscle protein 
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WO 2004/063334 



PCT/US2004/000240 



2485 



2486 



2486 



2487 



2488 
2489 



2490 



2491 



GLGC 



15461 



15408 



15409 



18122 



1743 



8641 



11632 



15707 



2492 



2493 



10498 



8820 



2494 



2495 



2541 



2495j 17960 NMJ)8Q583 



2496 



506 



iepBanjTScp? 
No. • 



rael£citfe g 



NM.057191 lee.ff 



NMJ)57197 f.g.l.m 



NMJ357197 f,g 



NM_057208 |h,l 



Atty, nBT^z^Odd^U^Qizmm 

}^wn:Gen^Namet> 'Hi : J: flfe^ % 
Rattus norvegicus sarcomeric 



muscle protein 
(Sarcosin),mRNA. 11/21 Length 

2316 

Kattus norvegicus 2,4-dienoyl 
CoA reductase 1, mitochondrial 
(Decrl), mRNA.11/22Length = 
119 



Kattus norvegicus 2,4-dienoyl 
CoA reductase 1, mitochondrial 
(Decrl), mRNA.11/22Length = 
119 



sarcomeric muscle protein 



2,4-dienoyl CoA reductase 1, mitochondria! 



2,4-dienoyl CoA reductase 1, mitochondrial 



Rattus norvegicus tropomyosin 
3, gamma (Tpm3), mRNA. 
11/21Length = 111 



NMJ157210 hh 
NM.057211 bb 



NM_057212 b 



NMJ&8208 d 



NMJ)78617 c,gw,x 



NM.080399 i.k.ee.ff.i f.kk 



NMJ)80479 aa.bb 



17958 NM.080583 gg 



2^97! 17662|NM_ 080697 



24981 23551 



L080586 ii 



Rattus norvegicus synaptic 
vesicle glycoprotein 2 a 
(Sv2a),mRNA. 11/21 Length = 
3844 

Kattus norvegicus KruppeMike 
factor 9 (Klf9), mRNA. 
11/22Length = 2721 



tropomyosin 3, gamma 



! synaptic vesicle glyco protein 2 a 
Kruppel-tike factor 9 



Rattus norvegicus brain specific 
binding protein (LOC1 17582), j 
mRNA. 11/22Length = 999 brain specific binding protein 



Rattus norvegicus cytokine 

inducible SH2-containing protein 

2(Cish2),mRNA.11/22Length 
= 918 



Rattus norvegicus liposomal 
protein S23(Rps23), mRNA. 
11/22Length = 432 



cytokine inducible SH2-containing protein 2 



Rattus norvegicus Smhsl 
protein (Smhsl), mRNA. 
12/21Length = 117 



ribosomal protein S23 



Rattus norvegicus melanoma 
antigen, family D, 2 
(Maged2),mRNA. 12/21Length =| 
1993 



'Smhsl protein 



Rattus norvegicus adaptor- 
related protein complex 2, beta 
1subunit(Ap2b1), mRNA. 
11/22Length = 5413 



melanoma antigen, family D, 2 



Rattus norvegicus adaptor- 
related protein complex 2, beta 
" subunit (Ap2b1), mRNA. 

1/22Length = 5413 



[adaptor-related protein complex 2, beta 1 subunit 



Rattus norvegicus gamma- 
aminobutyric acid (GABA) A 
receptor,gamma 1 (Gabrgl), 
mRNA. 1/22Length = 1739 



NMJ80698 



cc,dd 



Rattus norvegicus dynein light 
chain-2(DIc2),mRNA. 

1/22Length = 51 

Kattus norvegicus fibromodulin 
(Fmod), mRNA.11/22Length = 
296 

-155- 



adaptor-related protein complex 2, beta 1 subunit 



gamma-aminobutyric add (GABA) A receptor, 
gamma 1 



nein light c hain-2 
fibromodulin 



WO 2004/063334 



PCT/US2004/000240 



|SEQ,(D, : .|,G1]GC1D 



2499 363 



2500[ 23033 



No.? 



JModedfaxfe 



NMJ)80780 Id.e.p.q.ee.ff 



Alty, Ref > 4492lr5U9(M}1-WO/2T054ftr 



2501 9952 



2502 4739 



NML080888 r 



Rattus norvegicus purinergic 
receptor P2X, ligand-gated ion 
channel, 5 (P2rx5), mRNA. 

1/22Length = 15 58 Ipurinergic receptor P2X. lioand-ns fed ion channel, s i 



NM,080902 cc.dd 



Rattus norvegicus 
BCL2/adenovirus E1B 19 kDa- 

Kattus norvegicus hypoxia 
|inducedgene1(Hig1), mRNA. 
^l/22Length = 355 I hypoxia induced gene 1 



2503 9633 



Rattus norvegicus Dihydrofolate 
'reductase 1 (active) (Dhfrl), 

NMJ30W l aa * — hssggja, 

phosphatase 1, 

regulatory(inhibitor) subunit 14a I 

kPpplr^a), mRNA. 1/22Length protein phosphatase 1, regulatory (inhibitor) subunit I 

(14a 1 

Rattus norvegicus coronin, 



NMJ30403 lii.kk 



2506 14959 



250 



1502 



_25Q8| 1503 



2509 20738 



2510 17564 



2511 25730 



NMJ30411 c 
NMJ30431 s 



actin binding protein 1A 
(Coral a),mRNA. 1/22Length » 

: — r Icoronin, actin bindi ng protein 1A 

Rat^s norvegicus heat shock 

27kD protein 2 (Hspb2), mRNA. 
|H/22Length = 549 [heat shock 27kD protein 2 



NMJ30734 [w,x 



Rattus norvegicus guanine 
nucleotide binding protein, 
betapolypeptide 2-like 1 
|(Gnb2l1), mRNA. 11/22Length =|guanine nucleotide binding protein (G protein), beta I 
11 ey 'polypeptide 2-like1 



NMJ30741 ll.k 



Rattus norvegicus lipocalin 2 
(Lcn2), mRNA.11/22Length = 
I 876 [lipocalin 2 



NMJ 30746 aa 



Kattus norvegicus solute carrier) 
|family5,member6 

(Slc5a6),mRNA. 11/22Length = [solute carrier family 5 (sodium-dependent vitamin 
J Jy 1 transporter), member 6 



NMJ30746 d 



1 Kattus norvegicus solute carrier 
family 5, rromter 8 

|(Slc5a6) l mRNA. 11/22Length = isolute carrier family 5 (sodium-dependent vitamin 
!JsM transporter), member 6 



NMJ31907 c 



NMJ33283 hh 



Rattus norvegicus ATPase, 
Ca4+-sequestering (Atp2c1 ), 

mRNA.11/22Lengt h = 4645 [ATPase, Ca^seques terino 

Rattus norvegicus mitogen ' a - 

activated protein kinase kinase 
2(Map2k2), mRNA. 11/22Length| 

1 = 1 376 mitogen activated protein kinase kinase 2 



NMJ33290 



NMJ 33295 



I Rattus norvegicus zinc finger 
protein 36 (Zft>36),naFm 
11/22Length^963 



hh 



1 «-"«." uu i iv5r»Cy»ouo 

carboxylesterase 3 (Ces3), 
mRNA.11/22Lenqth = 1Q3fi 



zinc finger protein 36 



carboxylesterase 3 
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TABLE 1 



SEQ ID 



2513 



2513 



.■ ! J^enbankAcc, r Tlfir- • ■ • 
GLGCipNa'.C;' : ' , jMad^ode ' 



19456 NMJ33298 IhJ.w.x 



4048 NMJ33298 IhJ.n.o.w.x 



2513 4049NMJ33298 c.h.l.n.o.w.x 



Rattus norvegicus glycoprotein 
(transmembrane) nmb (Gpnmb), 
mRNA. 2/22Length = 232 



Rattus norvegicus glycoprotein 
(transmembrane) nmb (Gpnmb 1 1 
mRNA. 2/22Length = 232 



Rattus norvegicus glycoprotein 
(transmembrane) nmb (Gpnmbl 
mRNA. 2/22Length = 232 
Rattus norvegicus basic helix- 
loop-helix domain 

«4 u EST 

' 1 1 ~~ Rattus norvegicus oxidised low 



2515 4318NMJ33306 p.q 



density lipoprotein(lectin-like) 
receptor 1(Olr1), mRNA. 
11/22Length = 375 



2516 657 NMJ33380 J.k.y.z 

2517 770o|nMJ33386 lee.ff 



Rattus norvegicus Interleukin < 
receptor (il4r), mRNA. 
3/22Length = 3576 



Rattus norvegicus sphingosine 
kinase 1 (Sphkl), mRNA. 
11/22Length = 2648 



2518 16713 NM 133409 b 



Kattus norvegicus integrin- 
Jiinked kinase (Ilk), mRNA. 

3/22Length = 1359 

Rattus norvegicus dyskeratosis 



congenita 1,dyskerin 

nr.- ft i i i (Dkc1),mRNA. 3/22Lenqth = 

2519 19326 NMJ33419 u.v.ji.kk 1m 



Kattus norvegicus splicing 
n i i i factor YT521-B(YT521) mRNA 

2520 10660NM 1 33423 e.cc.dd bgjLgfe^S 



2521 24775|NMJ 33511 c 



Kattus norvegicus adenylate 
cyclase activating polypeptide 1 
[receptor 1 (Adcyap1r1), mRNA. 
11/22Length = 2681 



Atty, Ret 44921-5090-01^0/21^455" 



ijgepe^pquejioe ClusferjiiTjtie ^-' ' 
glycoprotein (transmembrane) nmb 



>rotein (transmembrane) nmh 
[lycoprotein (transmembrane) nmb 



basic helix-loop-helix domain containing, class B. 3 



oxidised low density lipoprotein (lectin-like) receptor 



interleukin 4 receptor 



sphingosine kinase 1 



integrin-linked kinase 



dyskeratosis congenita 1 t dvskerin 



2522 25543 NMJ33524 s 



2523 2Q89o1nM_133526 ii 



Rattus norvegicus transcription 
[factor E2a(Tcfe2a), 

[mRNA.3/22Length=216 
Kattus norvegicus 
transmembrane 4 superfamiiy 
member 3(Tm4sf3) ( mRNA. 
[3/22Length = 1182 



2524 2788 NMJ33528 [s.t 



Kattus norvegicus 
preimplantation protein 3 
(Prei3), mRNA.3/22Length=: 
2513 



2526 



1824 



NMJ33541 III 



Kattus norvegicus general 
transcription factor HI C 
1(Gtf3c1), mRNA.3/22Length = 
6878 



NMJ33545 If.k.r 



Rattus norvegicus protein^ 
tyrosine phosphatase 2E 
(Ptp2E), mRNA.3/22Length = 
5543 



splicing factor YT521-B 



adenylate cyclase activating polypeptide 1 receptor 
1 



transmembrane 4 superfamiiy member 3 



preimplantation protein 3 



general transcription factor 111 C 1 



protein tyrosine phosphatase 2E 
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. . , . oen&ank Acc,> / • !•.. 
|SEQ,|D JGLGQ |b|No. y ■ :[ Model bddej 



2527 11483 NMJ33546 l.k.p.q.kk 



^pym : GeWHarrie »■ • ' ) : ' " ! ' 
Rattus norvegicus myeloid 
differentiation primary 
responsegene 116 (Myd1 16), 
mRNA. 3/22Length = 2225 



2527 18043 NMJ33546 s.t.ll 



ocnol - aj.k.y.z.ee.ff.k 

2528 244 NM 133551 k 



2529 25369 NMJ33559 ll.m 



2530 1827NMJ33572 L.v 
2530 1830 NM 133572 v 



2530 1831 NMJ33572 Iv 



2531 24609 NMJ33585 Icc.dd 



2532 1271NMJ33593 a.ee.ff.ii.kk 



Kattus norvegicus myeloid 
differentiation primary 

responsegene 116 (Myd1 16), 
mRNA, 3/22Lenath== 2225 



nanus norvegicus 
phospholipase A2, group I VA 
(cytosolic, calcium-dependent) 
(Pla2g4a), mRNA. 1/22Length = 

2858 

uius norvegicus proprotein 
convertasesubtilisin/kexin type 
4(Pcsk4), mRNA.11/22Length 
= 2458 



Rattus norvegicus cell division 
cycle 25B(Cdc25b) ( 
mRNA.3/22Length = 284 

Kattus norvegicus cell division 
cycle 25B (Cdc25b), 
mRNA.3/22Lenqth = 2fi4 



Rattus norvegicus cell division 
cycle 25B (Cdc25b), 
mRNA,3/22Length = 284 



Rattus norvegicus RN protein 
(LOC171116), mRNA. 
3/22Length = 1619 



Kattus norvegicus adaptor- 
related protein complex AP-3, 
mu1 subunit (Ap3m1), mRNA. 
4/22Length = 2146 



2533[ 1728 



2534) 14995 



2535I 1463 



NMJ33618 Iw.x 



NMJ33624 Id 



NM_1 34334 u.v.i 



_2536| 16456 



,25371 517 



NM J 34346 Hi 



Rattus norvegicus hydroxyacyl- 
Coenzyme A dehydrogenase/3- 
ketoacyl-CoenzymeA 
thiolase/enoyl-Coenzyme A 
hydratase (trifunctronal protein), 
beta subunit(Hadhb), mRNA. 
3/22Length = 1928 



Kattus norvegicus guanylate 
binding protein ^interferon- 
inducible (Gbp2), mRNA. 
3/22Length = 2396 



Rattus norvegicus cathepsin D 
(Ctsd), mRNA.11/22Length = 
1934 



myeloid differen tiation primary r esponse gene 116 



myeloid differenti ation primary respon se gene 116 
EST, Weakly similar to HGDIJVIOUS E: Putative 
Rho/Rac guanine nucleotide exchange factor 
(Rho/Rac GEF) (Faciogenital dysplasia protein 
homoiog) [M.musculus], phospholipase A2, group 
IVA (cytosolic, calcium-dependent) 



proprotein convertase subtilisin/kexin type 4 



cell division cycle 25B 
cell division cycle 25B 



cell division cycle 25B 



RN protein 



adaptor-related protein complex AP-3, mu 1 subunit 



hydroxyacyl-Coenzyme A dehydrogenase/3- 
cetoacyi-Coenzyme A thiolase/enoyl-Coenzyme A 
ydratase (Afunctional protein), beta subunit 



Kattus norvegicus RAP1B, 
member of RAS oncogene 
family (Raplb), mRNA. 

3/22l_ength = 1874 

Rattus norvegicus myxovirus" 



NMJ34350 Is 



(influenza virus) resistance 3 
(Mx3), mRNA. 3/22Lencth * 
!2443 



guanylate binding protein 2, interferon-inducible 



cathepsin D 



RAP1B, member of RAS oncogene family 



ovirus (Influenza virus) resistance 3 
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TABLE 1 



SEQID 



2538 



2539 



2540 



2541 



2542 



2543 



2544 



2545 



GLGCIp 



17337 NMJ134351 



606 



19840 NMJ34353 



8692 



1530 



7164 



25237 



19077 



2546 19394 NMJ38518 



uendanKAcc 



NMJ 34352 



NM_1 34387 



NMJ34397 



NMJ34406 



NMJ34452 



NM_1 34455 



2547 



4422 



_ 2548 5283|NM_1 38535 



NMJI38531 



2549) 25479 



2550 



2550 



2551 



15189 



NM J 38549 



NMJ38826 



15190 NMJ38826 



16248 



NMJ38827 



Mode! Ccxie: 



Rattus norvegicus methionine 
adenosyltransferase II, alpha 
(Mat2a), mRNA. 3/22Length : 
1337 



Atty. Ref, 44921 -5090-01-WO/21 05485 



Kattus norvegicus Plasminogen 
activator, urokinase receptor 
(Plaur), mRNA. 5/22Length = 

1277 

Kattus norvegicus poly( 
binding protein, cytoplasmic 
ll(Pabpcl), mRNA.3/22Length 
' 219 



hh 



a i eJLkk 



Rattus norvegicus diacetyl/L- 
xylulose reductase (gib), mRNA. 
|3/22Length = 879 

Rattus norvegicus LL5 protein 
(U5), mRNA. 3/22Length = 3765 



Rattus norvegicus cytosolic 
sorting protein PACS-1 (Pacsl), 
.kk mRNA. 3/22Length = 4198 



Rattus norvegicus collagen, 
type V, alpha 1 (Col5a1) f 
mRNA.11/22Length = 5551 



Kattus norvegicus chemokine 
(C-X3-C motif) Iigand 1 
(Cx3cl1),mRNA. 1/22Length = 
i.bb 344 



Rattus norvegicus late 
gestation lung protein 1 (Lgl1), 
mRNA.4/22Length = 352 



Rattus norvegicus associated 
[molecule with the SH3 domain 
(ofSTAM (Amsh), mRNA. 
i11/22Length = 1544 



ESTs 



Plasminogen activator, urokinase recec 



poly(A) binding protein, cytoplasmic 1 



diacetyl/L-xylulose reductase 



LL5 protein 



cytosolic sorting protein PACS-1 



collagen, type V, alpha 1 



small inducible cytokine subfamily D, 1 



late gestation lung protein 1 



Kattus norvegicus glutamate 
receptor interacting protein 2 
(Grip2), mRNA. 4/22Length = 
5433 



,kk 



Rattus norvegicus synaptic 
(glycoprotein SC2 (SC2), mRNA. 
4/22Length = 1178 



Rattus norvegicus 
jMetallothionein (Mt1a), mRNA. 
,k,y,2 t ee,ff,kk |11/22Length = 389 
Rattus norvegicus 
! MetaIlothionein (Mt1a), mRNA. 
■k.y^ii | l1/22Length = 389 



Rattus norvegicus solute carrier 
[family 2,member1 
(Slc2a1),mRNA. 1/22Length = 
2571 



associated molecule with the SH3 domain of STAM 



glutamate receptor interacting protein 2 



synaptic glycoprotein SC2 



Metaiiothionein 



Metallothionein 



Solute earner family 2 a 1 (facilitated glucose 
transporter) brain 



25511 1 6249INM, 138827 



i.k 



Rattus norvegicus solute carrier 
family 2,rnember1 
(Slc2a1),mRNA. 1/22Length = 
2571 



Solute carrier family 2 a 1 (facilitated glucose 
transporter) brain 
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2553 



2556 



2556 



2556 



2557 



2558 



GLGGID 



16400 



16401 



23166 



NML138828 



NM J 38828 



NMJ38839 



17530 



NMJ38847 
NM J 38861 



cc.dd 



Rattus norvegicus 
apolipoprotein E (Apoe), mRNA. 

11/22Length = 936 

Rattus norvegicus ~" 



KSequericeigluster Title 



apolipoprotein E (Apoe), mRNA, 
11/22Length = 936 



17532 



25039 



NMJ38877 



NM J 38877 



NMJ38877 



NMJ38881 



2559 



2560 



2561 



2562 



7395 



3015 



1168 



18867 



NMJ38882 



NMJ38883 



NMJ38895 



NM J 38898 



NMJ38900 



Rattus norvegicus vacuole 
[Membrane Protein 1 (Vmp1), 
y,z,ee,ff,kk mRNA.1 1/22Lenqth = 183 Vacuole Membra Pmipin 1 
Rattus norvegicus r ~~ — " ' 

Saccharomyces cerevlsiae 
Nip7p homolog(pEachy), 

IniRNA. 4/22Lenoth = 1175 Isaccharnmvr^ r^io^ Nip7p homd 
Rattus norvegicus prolactin-like 1 — — — - ~— 1 ^ A 3 
! proteinK(Pripk), mRNA. 

11/22Length = 865 Iprolactin-like protein K 



n.o.ii 



hrome b-5 reductase) 



ee.ff 



Kattus norvegicus Diaphorase 
(NADH) (cytochrome b-5 
reductase)(Dia1), mRNA. 

l4/22Length = 189 3 [Dia phorase (HADY 

Rattus norvegicus Diaphorase 
|(NADH) (cytochrome b-5 
|reductase)(Dia1), mRNA. 

ISi 1 !"^" 1893 .. - |D ^phorase(NADH)(cy tochrom Q h-fi reductase) 
^ Rattus norvegicus Diaphorase 

j(NADH) (cytochrome b-5 

reductase)(Dia1), mRNA. 

l4/22Length = 1893 [Diaphorase (NADH) (cytochrome b-5 reductase) 



Kattus norvegicus Bests protein| 
! (Best5), mRNA.4/22Length 
3628 I Bests protein 



Kattus norvegicus " 
phosphatidyfserine-specific 
phospholipaseAl (Pspial), 



[synthase, H+ transporting, 
mitochondrial F1 complex, O 

subunit (oligomydn sensitivity ATP synthase, H + transporting, mitochondrial F1 

™ rnn 9P[ ote,n > ( A{ P 5 °). complex, O subunit (oligomycin sensitivity 

ImRNA. 4/22Lenath = 77 conferring prnfpin) 



i Rattus norvegicus polyubiquitin 
(Loc192255), mRNA. 

|4^2Length=111 5 [p olyubiquitin 



Kattus norvegicus 
Jphospholipase B (Loci 92259), 
mRNA. 4/22Len qth = 459 phospholipid r 
Rattus norvegicus complement — — — 
component 1, s subcomponent 
(C1s), mRNA.11/22Length = 
I 298 Icomi 



anus norvegicus stress- 
llnduced-phosphoproisln 1 
(Hsp7/Hsp9-crganizing protein) 



2563 



11840 



NM_1 38911 



2564 



15380 



fflW *' ^12L3ng(h - s^s4nduced-phosphoprut«in 1 (Hsp7WHsp5G- 
organizing protein) 



protein L41 (Rpl41), mRNA. 
11/22Length = 357 _ 

-160- 
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{SEQ IC 


)_GLgCI 


QNb^ . , - 






Atty. Ref. 449^1-5090-01^0/2105485' " "1 

\ Unigeij^eglienc^ciijster Tltje^ ;//" ".] 


256 


5 72 


4 NM J 39094 


gg 


Rattus norvegicus CTD-bindin 
SR-Iike protein rA8 
(LOC245926), mRNA. 
5/22Length = 4794 


g * : — : — 1 

CTD-binding SR-Iike protein rA8 1 


256 


6 1720 


3 NM J 39099 


Lhh 


Rattus norvegicus ATP 
synthase, H+ transporting, 
mitochondrial F1 complex, 
epsilon subunit (Atp5e), mRNA. 
5/22Length = 44 


ATP synthase, H+ transporting, mitochondrial F1 
complex, epsilon subunit 


256< 


3 1720^ 


4 NMJ 39099 


9 


Rattus norvegicus ATP 
synthase, H+ transporting, 
mitochondrial F1 complex, 
epsilon subunit (Atp5e), mRNA. 
5/22Length = 44 


ATP synthase, H+ transporting, mitochondrial F1 ! 
complex, epsilon subunit I 


1 256/ 


7 1785< 


INMJ39103 


ii 


Rattusnorvegicus CD48 
antigen (Cd48), mRNA. 
5/22Length = 1422 


CD48 antigen 


2566 


1786E 


NMJ 39104 


r,s,t 


Rattus norvegicus Estrogen- 
regulated protein CBL2, 2.4kD 
(LOC245963), mRNA. 
5/22Length = 1888 


ESTs, Weakly similar to T09065 hypothetical 
protein - mouse [M.musculus], Estrogen-regulated 
protein CBL20, 20.4kD 


2569 


18108 


NMJ39105 


a,n,o,ll 


Kattus norvegicus 
ribonuclease/angiogenin 
inhibitor (Rnhl).mRNA. 
11/22Length = 1664 


ribonuclease/angiogenin inhibitor 


2570 


14463 


NMJ39110 


ii | 


Rattus norvegicus G protein- 
coupled hepta-helical receptor 
Ig-Hepta (Ig-Hepta), mRNA. 
5/22Length=4951 


G protein-coupled hepta-helical receptor Iq-Hepta I 


2571 


22595 


NMJ39253 


cc.dd 


Rattus norvegicus stem cell 
derived neuronal survival protein 
precursor (Sdnsf), mRNA. 
5/22Length = 1771 


stem cell derived neuronal survival protein j 
precursor 


2572 


1803 


NMJ 39256 


c 


Rattus norvegicus " 
mannosldase, alpha, class 2C, 
member 1(Man2c1), mRNA. 
5/22Length = 336 


mannosidase, atoha class 2C mpmhor 1 
Drain-enriched SH3-domain nrntpin rpcm 


2573 


9775 


MMJ39334 < 




Rattus norvegicus brain- 
enriched SH3-domain protein 
Besh3 (Besh3), mRNA. 
11/22Length = 2362 I 


2574 


12450 I 


slM_139337 < 


I 

;,hh 


Rattus norvegicus LRP16 
Drotein (Lrp16), mRNA. f 
H/22Length = 13 , 


Rattus norvegicus LRP16-like protein mRNA, I 
Jomplete cds I 


2575 


21818 h 


JMJ39342 fc 


\ 
I 

)b 1 


Rattus norvegicus 
mmocysteine respondent 
)roteinHCYP2(Hcyp2),mRNA. F 
1/22Length = 215 l- 


Rattus norvegicus homocysteine respondent protein 
iCYP2 mRNA, complete cds 


2576 


12804 fv 


IMJ44740 I, 


a 

m 


Rattus norvegicus Rho GTPase E 
ctivating protein 4 (Arhgap4) ( C 
iRNA.11/22Length = 325 h 


STs, Moderately similar to RHG4JHUMAN Rho- 
STPase-activating protein 4 (Rho-GAP f 
ematopoietic protein CD (P1 15) rH sanipncji I 


I 
I 

2577! 
i 


13712N 


MJ44744 ii 


0 
3 
1 


Rattus norvegicus adipocyte 
omplement related protein of E 
kDa (Acrp3), mRNA. 0 
1/22Length = 767 n 


STs, Weakly similar to 1917150A 
onagen;SUBUNIT=alpha1:ISOTYPE=v1ll [Rattus 
orvegicusl fR.norvegicus1 


1 

_2578l_ 


23756|n 


MJ45084 |{3( 


F 
P 

I [m 


Ottus norvegicus hypothetical ~~ 
x>teinRMT-7(Rmt7), r 
RNA.11/22Lenpth = 1fiS5 m 


attus norvegicus hypothetical protein RMT-7 
RNA, comDlete cds 
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2579 



2580 



15761INMJ45091 



cc,dd,Jj,kk 



Rattus norvegicus pyruvate 
dehydrogenase phosphatase 
isoenzyme2 (Pdp2), mRNA. 
11/22Length = 175 



Rattus norvegicus lamina- 
associated polypeptide 1C 
(Laplc), mRNA.11/22Length = 
231 



DHHC domain containing 
2(Zdhhc2), mRNA. 11/22Length 



J;fc(usfei^!ntle;:;. r ": 



Rattus norvegicus pyruvate dehydrogenase 
phosphatase is oenzyme 2 mRNA, complete cds 



Rattus norvegicus small rec (srec) mRNA, complete 





2 698 


8NMJ45677 




Rattus norvegicus peroxisoma 
Ca-dependent solute cam'er-likt 
protein (Pcscl), mRNA. 
11/22Lenqth = 315 


3 

ESTs 


258 


3 305 NM, ,145773 


u,v 


Rattus norvegicus Max 
dimerization protein 3 (Mad3), 
mRNA.11/22Length = 989 


, Rattus norvegicus Myx mRNA, complete cds 
_ Rat Rev-ErbA-alpha protein mRNA, complete cds 


25& 


H 1564 


3NMJ45775 


h.lj.k.r 


Rattus norvegicus nuclear 
receptor subfamily 1 , group D, 
member 1 (Nrldl), mRNA. 
11/22Length = 2297 




H 15641 


NMJ45775 


Rattus norvegicus nuclear 
receptor subfamily 1, group D, 
member 1 (Nr1d1), mRNA. 
W 11/22Lenqth = 2297 


Rat Rev-ErbA-aipha protein mRNA, complete cds 


j 2585 


22972 


!NMJ45778 


Rattus norvegicus tubulin, 
gamma 1 (Tubgl), mRNA. 
e 11/22Lenqth = 142 


Rattus norvegicus mRNA for tubulin, complete cds 


! 2586 


20106 


INMJ45784 


ii 


Rattus norvegicus G protein- 
coupled receptor 37-iike 1 
(Gpr37I1), mRNA.11/22Length 
= 2451 


ESTs 


2586 


20515 


NM_145784 


il 


Kattus norvegicus G protein- 
coupled receptor 37Jike 1 
(Gpr37l1) ( mRNA.11/22Length 
= 2451 


ESTs 


2586 


19976 


NMJ45784 I 


j.kk 


Kattus norvegicus Ci protein- 
coupled receptor 3"/-iike 1 

(Gpr37M),mRNA.11/22Length 
[=2451 


ESTs 


2586 


20046 


NJM_145784 v 


v,x 


Kattus norvegicus <3 protein- 
coupled receptor 37-like 1 
(Gpr37l1), mRNA.11/22Length 
= 2451 f 


ESTs 


2587 


20740 r 


c 

slMJ45878 J 


Rattus norvegicus tatty acid 
binding protein 5, epidermal 
,j,k,t,bb,gg,kk (FabpS), mRNA. 1 1/22Lenqth = F 
! 664 p 


tattus norvegicus Sprague-Dawley lipid-binding 
rotein mRNA, complete cds 


2588 


5095 b 


IMJ47140 u 


v 


Kanus norvegicus PLRR-4 

Dolymoiphic leucine-rich repeat 
protein (Pirr4), mRNA. p 


>attus norvegicus done PLRR-4 polymorphic 
sueine-fieh repeat protein mRNA, complete cds 


2589! 


25435IN 


MJ47208 Is. 


t_ 


Kanus norvegicus ischemia " 
related factor vof-21 
(LOC259228), mRNA. 
11/22Length = 4885 
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WO 2004/063334 
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2590 



2591 



2592 



2593 



'GL6C ID 



90 



1760 



10544 



2606 



2607 



2608 



2611 



2612 



2613 



2614 



2615 



2616 



2617 



2618 



12700 



NMJ47210 



NMJ47211 



NM.152935 



15711 



4834 



19888 



15693 



25495 
25496 
8210 



NMJ52936 



NMJ53629 



NMJ53821 



S56679 



3244 



24469 



21583 



17626 



S59892 
S59893 



d,kk 



Rattus norvegicus nudear 
receptor subfamily 1, group D, 
member 2 (Nr1d2), mRNA. 
11/22Length = 1996 



Rattus norvegicus SH3 domain 
binding protein CR16(CR16), 
mRNA.11/22Length = 4359 



Kattus norvegicus outer 
mitochondrial membrane 
receptor rTOM2 (LOC26661), 
mRNA. 11/22Lenoth = 976 



Kattus norvegicus pancreatic 
secretory trypsin Inhibitor type II 
(PSTHI) (LOC26662), mRNA, 
11/22Length = 379 



Kattus norvegicus heat shock 7 
kDa protein 4 (Hspa4) f mRNA. 
1/22Length = 4521 



Rattus norvegicus paired 
mesoderm homeobox 1 (Pmx1), 
mRNA,1/22Length = 1375 



S61960 



b,l,m 



glutamate receptor, ionotropic, 
AMPA1 (alpha 1) 



S77858 



S77900 



S78556 



mast ceil protease 1 



Rattus norvegicus nuclear receptor Rev-ErbA-bela 
mRNA, partial cds 



Rattus norvegicus SH3 domain binding protein 
(CR16) mRNA. complete cds 



Rattus norvegicus outer mitochondrial membrane 
receptor rTOM20 mRNA. complete cds 



Rat pancreatic secretory trypsin inhibitor type II 
(PSTI-ll) mRNA. complete cds 



Rattus norvegicus ischemia responsive 94 kDa 
protein (irp94) mRNA, comp lete cds 



ESTs, ESTs, Highly similar to S37300 glycogen 
phosphorylase (EC 2.4.11), brain - rat 
Rnorvegicus] 



ES I s, Highly similar to MLES.RAT Myosin light 
chain alkali, smooth-muscle isoform (MLC3SM) 
[R.norvegicus1 



25571 



25075 



25572 



15462 



16675 



25589 



22196 



25590 



2619 



298 



2620I 25593 



S98336 
U01347 



fcSTs, Highly similar to A37100 niyosin regulatory 
light chain A, smooth muscle 



ESTs, Highly similar to 156581 dnaK-type molecular 
chaperone grp75 precursor - rat [Rnorvegicusl 



u.v 



U02534 



U06230 



U17565 



U21719 



U21720 



U26310 



!,m 



mini chromosome maintenance 
deficient 6 (S.cerevisiae) 



Itensin 



>rotein b 

mini chromosome maintenance deficient 6 (S7 
cerevisiae) 
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TABLE t 



2622 



2623 



2624 



2625 



2626 



2626 



2627 
2628 



2629 



2630 



2631 



2632 



2633 



2634 



2634 



2635 



2636 



2638 



2639 



2640 



2641 



2642 



2643 
2644 



2645 



2646 



12 



2647 



GLGCID 
399 



20224 



14554 



21654 



1283 



GenbankAcc, 

No." 

U31668 



U47014 



U48828 



U53184 



25618 



25619 



20386 



25629 



1715 



2153 , 
25632 



25638 



17296 



25643 



4477 



25647 



983 



23282 



25659 



20818 



20169 



10181 



14966 



25671 
2464 



U61729 



U64705 



U64705 



U68562 



U70270 



U72660 



U75404 
U75405 



U75923 



U76206 



U77829 



U77829 



U83119 



U89745 



U90725 



U95157 



X02904 



Model Code .: ; |^ ; V; 

E2F transcription facto r 5 
Jproprotein convertase 
MY subtilisin/kexin ty pe 5 



PCT/US2004/000240 

Atty. Ref, 44921-5090^01^0/2105485" 



E2F transcription factor 5^ 

>roproteln convertase subtilisin/kexin i 

R.norvegicus H1SHR mRNA, Rattus norvegicus 
retroviral-like ov arian specific transcript 30-1 mRNA 



a.e.j.k.q.y.z.kk LPS-induced TNF-alpha factor LPS-induced TMP. a i P h a factor 

Ratfiie n™,«„„.» i: 



cc,dd,ll 



Rattus norvegicus proline rich protein mRNA 
complete cds 



cc.dd heat snock protein 60 (li ver) heat shock protein 60 fliverf 



a,j|,kk 



[Ninjurin 



u,v 



A kinase (PRKA) anchor protein 
(gravin) 12 



[Ninjurin 



A kinase (PRKA) anchor protein (gravin) 12 



isoleucine-tRNA synthetase 



kk i i *s 70 i 

h ■ ■ G protein-coupie d receptor VTR 15-20 

cc,dd growth arrest specific 5 J ~ K — " lozu 



|g protein-coupled receptor VTR 



15-20 



growth arrest specific 5 | ESTs 



hh 



unknown protein 



bj.m 



npoproteln-bindin q protein iipoprotein-bindina p rg 



X03347 



X06769 
X07551 



20810 



X07686 
X13411 



18541 



21152 



19244 



2647 



25679 



X14181 



X14671 



X14848 



X15013 



2648 



15626 



2649 



2649' 



10819 



25686 



2650 



18250 



2651 



2652" 



20872 



2652I 



16715 



16716 



X15013 



P.q 



ryanodine receptor type I, 
[glutat hione S-transferase, pi 2 glutathione S-transfeii^g r 



c.w.x.cc.dd 



r-bj murine osteosarcoma v,rai fbj murine osteosarcoma viral (v-fos) oncogene 
|(v-fos) oncogene homolog Jhomolog 



u,v 



f,g,w t x 



tpn receptor B2 (ELK-related Eph receplor U (bLK-related protein tyrosine 
|protem tyrosine kinase) kinase) F 

ESTs, Highly similar to R5RT18 ribosomal protein " 



- ' - .whmwmviiibi piUI 

L18a, cytosolic [validated] - rat rRnorve qimQi 

ESTs. Hlnhlu eim?lQr*rt D oat r>nr> L 



bb 



f,g,w,x 



X17665 



X51536 



f,g,aa 



w,x 



X51536 



X51706 



X51707 



X53054 



X53054 



X53378 



W,x > hh 



w,x 



l,w»x 



Kattus norvegicus 
mitochondrial genome. 
9/22Length = 16,3 



ESTs, Highly similar to RL26_RAT 60S 
RIBOSOMAL PROTEIN L26 [Rnorveaicusl 



golgi SNAP receptor complex member 1 
Esis, Highly similar to RL7/LHUMAN 60S ' 
ribosomal protein L7a (Surfeit locus protein 3) (PU- 
X polypeptide) [R.norvegicus! * 1 



ribosomal protein S16 



ribosomal protein S3 



ribosomal protein S3 



I ESTs, Highly similar to R3RT16 ribosomal protein" 
S16, cytosolic [validated! - rat [Rnorveglcusl 

ESTs, Highly similar to RS3JWOUSE 40S 

ribosomal protein S3 fR,norveoicus| 



L9 



cc t dd,ii 



ribosomal protein S19 



ribosomal protein S13 



ESTs, Highly similar to RL9_RAT 60S RIBOSOMAL 
PROTEIN L9 [Rnorvegicusl 1 



ESTs, Highly similar to R3RT19 ribosomal protein 
S19, cytosolic [validated] - rat [Rnorveglcusj 



Rat mRNA for RT1 .D beta chain 



Rat mRNA for RT1 .D beta chain" 



ribosomal protein S13 
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WO 2004/063334 
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TABLE 1 ^ ' ' : — nr P ^ ma . : 


SEQID 


QLGC-jC 


.iGenBanKAcc, 
>ito. ; 


' Modbj:;Cqde . : 


i KnowqiGene'iNam^:- gv* i 


nuy. tqaz 1 -ouaiMn-VVU/21 05485 


265^ 
26& 
265e 


I 1860* 
\ 25691 
> 2569J 


> X53504 
X53504 
! X53581 


9,w,x 
9 

hh 




ESTs, Highly similar to RL12 RAT 60S 
RIBOSOMAL PROTEIN L12 fRnorvegicus] 


265f 
265e 


i 20617 
i 1037 


'X53581 
'X57523 


9 
d 


Transporter 1, ABC (ATP 
binding cassette) 


. Transporter 1, ABC (ATP binding cassette) 


2657 
2656 
2658 
265S 


' 15106 
18611 
5667 
25702 


X57529 
X58200 
X58200 
X58465 


h,l,aa 
9 

h,l,w,x 

g,w,x 


ribosoma) protein L29 
ribosomal protein L23 
Ribosomal protein S5 


ESTs, Highly similar to RS18_HUMAN 40S 
ribosomal protein S18 (KE-3) (KE3) [R.norveqicusl 
ribosoma] protein L29 

Ribosomal protein S5 


2659 
2660 

9fifi1 

2662 


10109 
25705 

£.0/ IU 

17176 


X58465 
X59375 

YtZQQGA 

Aoyc5o4 
X60212 


g f w,x 

b,d,i,kk 

ii 

ll 

f 


Ribosomal protein S5 


Ribosoma! protein S5 

R.norVeolfIllQ ASI mPMA fnr mommqliin 

vcyiouo noi iiirMNM Tor mammalian equivalent 
of bacterial large ribosomal subunit protein L22 


2663 
2664 


25711 
25716 


X60468 
X61295 


c t g,hh 


amyloid beta (A4) precursor 
protein-binding, family B, 
member 1 


amyloid beta (A4) precursor protein-binding, family 


2665 


21657 


X61381 


dj.k.m.y^kk 




RattlJS non/Pflfn IQ interfernnJnrli ir>!hlo «w>uv 

i nui vcyjouo iiiLci icrornnQuciDie protein 
variant 10 mRNA, complete cds 


2666 


15875 


X62145 j 


h,r 


ribosomal protein L8 


ESTs Hinhlv similar tn PI A Ul imam cne ri^~~~~*~i 

protein L8 [R.norvegicusl 


2667 


13646 


X62166 


n.o.w^kk.ll 




ESTs, Highly similar to RL3_RAT 60S RIBOSOMAL 
rr\wi ciiN Lo \L*fj ik. norvegicus I 


2668 


15387 


X62482 


w,x 




ESTs, Highly similar to R3RT25 ribosomal protein 
o^.o, oyioboiic ivaiiuaieoj - rat iKnorvegicus] 


2669) 


T5730 


X62660 


c,f,g 


HMm:glutathione S-transferase, 
alpha 4 


ESTs, Highly similar to S23433 glutathione 
transferase (EC 2.5,1.18) 8 - rat [R.norveqicus] 


2670 


25090 


X63594 


,k 


Inhibitor of nuclear factor of 
kappa light chain gene enhancer 
in B-ceils, alpha 




2671 


20844 


X65228 


f,g,cc,dd 




ESTs, Highly similar to R3RT3A ribosomal protein 
L23a, cytosolic [validated] - rat [Flnorvegicusl 


2672 
| 2673 
i 2674 
2675 
2676 
2677 
2678 
2679' 


436 
602 
15426 
25737 
16725 
24232 
16272 
25741 


X67877 
X68101 
X70369 
X70667 
X73371 
X75207 
X76456 
X76489 


c,s,t,gg 
ee.ff 
c.g.bb 
l,m 

e,jj,kk 
aa,bb 
u,v 
s,t 


procollagen, type III, alpha 1 
melanocortin 3 receptor 

Cyclin D1 

SD9 antigen (p24) 


Rnorvegicus mRNA for cytosolic resiniferatoxin- 
bindina nrotpln 

R.norvegicus trg mRNA 
procollagen, type III, alpha 1 

R.norvegicus mRNA for Fc gamma receptor 
Dyclin D1 


2680' 

2681' 

2fift9 

2683 

2684 

2687) 

9RA7I 


25094' 
25743" 

25752 
25761 ^ 
25765, 

IUUJ 1 4 

129781: 
9*77nr 


X77117 
X80130 

¥R9ARQ 

X89694 
X89702 
X89706 
K94551 

<96437 

X9R437 I 


bb 

aa.bb 
i 

b,l,m 
,k 

b,c,u,v 
f.r 

3,j t k,p,q l y f z,€€ 
ff 


RT1 class ib gene ~T 

aminin, gamma 1 ] 

t 

i 


RT1 class ib gene 
aminin, gamma 1 

^STe, Highly similar to S33363 g!y96 protein - 
Tiouse [M.musculus] 




19279|Y0Q350 i 


t 

a.aa.bbji.kk < 


Jroporphyrinogen T 
iecarboxylase i 


Jroporphyrinogen decarboxylase 
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TABLE' 

SEQ;ID. : 

2689 
2690 


I 

GLGC ib 

17146 
25777 


GenBankAcc, 

Y07534 
Y08355 


iyiqdel i .C6.de > ; 

aa 

l,m 


Known Gehe'Naffie^ J • .>■): . 
Serine protease inhibitor 


■Att^Ret4492T-5090-01-WO/2105485 ' - 
Serine protease inhibitor 


2o91 
2692 


18352 
25790 


Z12298 
Z21935 


aa.bb 
b.u.v 


oxidative stress induced 
decorin 

mitogen activated protein kinase 
4 


oxidative stress induced 
decorin 


2693 
2694 


19694 
17481 


Z48444 
Z49761 


cc,dd 
w,x 


A disintegrin and 
metaiioprotease domain 
(ADAM) 10 


A disintegrin and metaiioprotease domain (ADAM) 


2695 
2696 
2696 


8664 
15569 
15570 


Z75029 
Z78279 
Z78279 


y,z,ee,ff 

c.g.bb 

c,f,g,j,k 


procollagen, type I, alpha 1 
procollagen, type 1, alpha 1 


Rnorvegicus mRNAfor RT1 .Ma 
ESTs, Moderately similar to T17342 hypothetical 
protein DKFZp586K1 924.1 - human (fragment) 
[H.sapiens], R.norvegicus hsp70.2 mRNA for heat 
shock protein 70 

arocollagen, type I, alpha 1 j 
procollagen, type I, alpha 1 
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TABLE 2 



SEQID 

1649 



2037 



2284 



2019 



1835 



1356 



1826 



GLGClD 



20127 



18569 



25795 



GenBank 
No. 

AJ011116 



NM_019212 



NM_031556 



PCT/US2004/000240 



^-ouau^1-WQ^105485l 



Model Code (Pathwa ys 

, „ n „ Mcnons or iNimc Oxide in the heart. Arglniw and prolme metabolism Hypo* 
too^ Inducible Factor in the Cardiovascula r System ™sm,Hypox 



15975 



2555 



14989 



1625 



2670 



25090 



S 1918 



815 
1936 



1936 
1936 



NM_019132 



NM_012967 



AI177366 



NM_012924 



X63594 



f, w, x, hh 



ii,kk 



a, y, z, kk 



f. g, I, m, kk 



S9_ 



3203 NM_01 7039 



17524 



10886 



T0887 



2082 



10888 



23424 



1478 



AI010568 



JUL 



NM.017094 



NM_017094 



NM_017094 



NM_021680 



_7486 



12031 



NM_012744 
NM_019169 



jJL 



Actions o f Nitric Oxide in the Heart. Inteorin Sinnalin,, om^t 

Actions ot IMitnc O xide in the Heart. Integrin Signaling g^^ ZZZ 

Activafion of Csk by cAMP-dependent Protein Kinase Inhibits Signaling 
trough the T Cell Receptor, Activation of cAMP-dependent proteose 

ChREBP regulat on by carbohydrates and cAMP, Erk1/Erk2 Mapk Signaling 
pat way Phospholipase C-epsilon pathway, Signaling Pathway from V 
B *". a u ' eS ' J rans ?W to n factor CREB and its ex tracellular siqnals 
™ 5?* °" ^'''Pho^: b Lymphocyte CeTSurSSilesr 

TT- ? P ° nSe 39ainSt tar9et 06118 ' Ce,,s and Monies 
uS ? S . 3Cl ! te inflamma,or y res P°n s e. Monocyte and its Surface 
Mo ecu es, NeutrophH and Its Surface Molecules, T Cytotoxic Cell Surface 
M olecules, T Helper Cell Surface M olecules 

AaMoiun Molecules on Lymphocyte, C e llb ana M o lecules involved in local 
acute inflammatory response, Erk and PI-3 Kinase Are Necessary for 
Collagen Binding in Corneal Epithelia, Erk1/Erk2 Mapk Signaling pathway 
Integnn Signaling Pathway, Monocyte and its Surface Molecules PTEN 
^^^standa P optosis, R a,,ndependentpathwayinNK 



Aonesion Molecules on Lymphocyte, Monocyte and its Surface Molecules, 
N eutrophil and Its Surfa ce Molecules 

mk i signaling ra u i w d y, n i m signal i ng i dui wdy, Hunyiauur i ano 

Deacetylation of RelA in The Nucleus, Activation of PKC through G protein 
coupled receptor, CD40L Signaling Pathway, Double Stranded RNA Induced 
u.u n ?^?? reSSIOn • E, * hro P oWh mediated neuroprotection through NF-kB 

pra and DR4/5 Death Receptors , Influence of Ras and Rho proteins on 61 

llT ' NF " kB Si9nalin9 Pathwa y- Neuropeptides VIP and PACAP 
nhM the apoptosis of activated T cells, Signal transduction through IL1R, T 
Cell Receptor Signaling Pathway. TNF/Stress Related Signaling, TNFR2 
Signaling Pathway, The 41BB-dependent immune response Toll-Like 
Re ceptor Pathway, interact6-1 



PAi/Prtro o- „ T ,c » u,auu " °x wfoonyarates and cAMF 
tmi/Erk2 Mapk Signaling pathway, Inactivation of Gsk3 by AKT causes 
accumulation of b-catenin in Alveolar Macrophages, Regulation of ck1/cdk5 
?^9lutarnate receptors, Skeletal muscle hypertrophy is regulated via 
AKT/mTOR p attway, WNT Signaling Pathway. mTQR Signaling Pam^ 



Jkkk_ 



e, r, hh 



,k 



AA818089 



AA893860 



n, o 
n, o 



sa.'assasr " a 



^S^^ 55 " 555555 <**■ «s a 



sassaar* ^ ^ ^» 



wane and aspartate rotaMism. Mmyumit a-aqr 

Alanine and asnartato m n f^ A i: nn . . . . — , . ' . _ 



Alan . A „ . — i. — ^... ...vauy^fMNM owsynin esis 

Alanine and aspartate metabolism, CiWe^ flCA cycle), Pyruvate " 
metabolism 

JterrS T l? 1 ** 8 *" P' 01 ^ 5 « « disease, Hotel 
of Parkin in Ubiquitin-Proteasomal Pathway 1 

Amtnn^rwil (DMA U> •• . — 7 ~ — — 



Amlnoa 
Amino; 



ffljj biosynthesis, uiycine. serine and threonine metaboli c 
'HRNA biosynjhesjs^iycine, serine and threonine metabolisnT 
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TABLE 2 ' r rzr. i 




SEQ II 


J wuyv II 


Itienbank Acc 

J NO. 


| Model Code 


- : Atty > Ref,44921^090-0VWO/2T0^5 

Pathways * f * 




137 
242 


6 650 
6 792 


2AI178283 
7NMJ)53765 


r 

d ) 


" SS KNA bl ° SyntheS ' 8 ' Hhen ^ alanine ' ^ - Wophan 
Aminosugars metabolism 


174 


8 61 


9NMJ)12565 


I, m, n, o 




209 
177 
2191 


3 17101 
1 2108" 


3NML022179 
fNM_012661 


h, I, w, x, dd 
cc, dd 


Aminosugars metabolism, brythromycin biosynthesis imrtnco Qn n — 
mQ f«^i}««, r> i * . . ulua / l,ine5 ' s i fructose and mannose 

Androgen and estrogen metabolism " ■ — 


247/ 


5 25071 
7 1512J 


) NM J)24392 
i NMJ57105 


r.ii 

jj, kk, II 


Androgen and estrogen metabolism " " ■ 

Androgen and estrogen metabolism, Pentose and glucuronate 

interconversions, Porphyrin and chloroDhvll metahnlkm <?tar^K 
metabolism VM,u,u H ,, 7 ,IM »cidDoiism,otarcn and sucrose 


2510 


17564 


NM J 33283 


hh 


Ang.oiensm II mediated activation of JNK Pathway via Pyk2 dependent 

signaling, Anthrax Toxin Mechanism of Action, Bioactive Perfide inrinrort 

Signaling Paftway Erk1/Erk2 Mapk Signaling pathway, Integrin Signaling 

Pathway, Unks between Pyk2 and Map Kinases, MAPKinase Signaling 

Pathway, Phosphorylation of MEK1 bvcdk5/D35 down remittee th= mad 
' muui u / wwnvu/^uo uuwn regulates the MAP 

kinase pathway 


1924 


910 


NMJ)17059 


d 


Mpopiooc Signaling in Response to DNA Damage, Hypoxia and p53 in the 
Cardiovascular system, Regulation of BAD phosphorylation, Role of 

S a rT Bj f gg ^ pn Signalin9 Pathwav 


1924 


911 


NM..017059 j 


d 


Apupiolio oiyiidlmg in Response to UNA Damage, Hypoxia and p53 in the 
Cardiovascular system, Regulation of BAD phosphorylation, Role of 
Mitochondria in Apoptotic Signaling o53 Signalino Pathway 


1924 
602 
2214 


912 
22283 
15682 


NMJJ17059 
AA945172 | 
NMJJ31011 


d, !»m 
e 

n,o 


Wlubu {agnalmg in response to DNA Damage, Hypoxia and p53 in the 
Cardrovascular system, Regulation of BAD phosphorylation, Role of 
Mitochondria in Apoptotic Sianalina. p53 Siqnaiinq Pathway 

Arginine and proline metabolism ■ 

Arginine and proline metabolism ' 




2214 
119 


15683 
11901 t 


NM 031011 
\A801058 < 


cc, dd, gg 

( 
i 

i r 


Arginine and proline metabolism 

A,g,n,ne ana proline metabolism, Ascorbate and aldarate metabolism, Bile 

acid biosynthesis, Butanoate metabolism, Fatty acid metabolism, Glycerolipid 

metabolism, Glycolysis / Gluconeogenesis, Histidine metabolism, Lysine 

Jegradation, Propanoate metabolism, Pyruvate metabolism, Tryptophan 

netabolism, valine, leucine and isoleucine denradatinn tw= aio„i„„ 
.... wu,cuw||c ucgrdaaiion, oeta-Alanin© 

netabclissr. 




1988 


20913 1 


JMJH7272 n 


/ 

r 
c 
n 

. 0 n 


K,ymm« ana proline metabolism, Ascorbate and aldarate metabolism, Bile - 
nd biosynthesis. Butanoate metabolism, Fatty acid metabolism, Glycerolipid 
netabolism, Glycolysis / Gluconeogenesis, Histidine metabolism, Lysine 
legradation Propanoate metabolism, Pyruvate metabolism, Tryptophan 
netabolism. Valine, leucine and isoleucine degradation, beta-Alanine 

icuauuiiofii 




2118 


2091 Ah 


M_022407 |kl 


J 

a 
n 
d 
rr 

< [rr 


hunt* ana proline metabolism, Ascorbate and aldai ate metabolism, Bile 
cid I biosynthesis, Butanoate metabolism, Fatty acid metabolism, Glycerolipid 
letabolism. Glycolys.s /Gluconeogenesis, Histidine metabolism. Lysine 
egradabon, Propanoate metabolism. Pyruvate metabolism, Tryptophan 
ie abolism, Valine, leucine and isoleucine degradation, beta-Alanine 
setabo'fsm 



168 



WO 2004/063334 



PCT/US2004/000240 




2353 



1296 



1798 



1842 



12299 



19118 



16947 



19393 



1739 



4467 



1739 



4468 



Model Code 



NJVL032416 c 



AM 75281 



NMJH2793 



hh 



b, u> v, jj, kk 



NMJJ12998 



NM_012529 



NMJ)12529 



Pathways 

Arginine and proline metaDoiism, Ascorbate and aldarate metabolism, Bile" 



acid biosynthesis, Butanoate metabolism, Fatty acid metabolism, Glycerolipid 
metabolism, Glycolysis / Gluconeogenesis, Histidine metabolism, Lysine 
degradation, Propanoate metabolism, Pyruvate metabolism, Tryptophan 
metabolism, Valine, leucine and isoleucine degradation, beta-Alanine 
metabolism 



Arginine and proline metabolism, Glycine, serine and threonine metabolism. 
urea cycle and metabolism of amino groups 



Arginine and proline metabolism, Glycine, serine and threonine metabolism, 
Urea cycle and metabolism of amino groups 



Arginine and proline metabolism, Hypoxia-Inducible Factor in the 
Cardiovascular System 



Arginine and proline metabolism, Urea cycle and metabolism of amino groups 



Arginine and proline metabolism, Urea cycle and metabolism of amino group s 



1862 



13283 



NM_013078 



Arginine and proline metabolism, Urea cycle and metabolism of 



amino groups 



2128 



4242 



NM_022521 



b, l,m 



2089 



22351 



NM_021835 



ee.ff 



2173 



352 NM_024127 



via Pyk2 dependent signaling, BCR Signaling Pathway, D4-GDI Signaling 
Pathway, EGF Signaling Pathway, EPO Signaling Pathway, FAS signaling 
pathway ( CD95 ), Fc Epsilon Receptor I Signaling in Mast Cells, Hypoxia- 
nducible Factor in the Cardiovascular System, IGF-1 Signaling Pathway, IL 2 
signaling pathway, IL 6 signaling pathway, Inhibition of Cellular Proliferation 
by Gleevec, Insulin Signaling Pathway, Integrin Signaling Pathway, Links 
between Pyk2 and Map Kinases, MAPKinase Signaling Pathway, Neive 
growth factor pathway (NGF), PDGF Signaling Pathway, Pertussis toxin- 
insensitive CCR5 Signaling in Macrophage, Repression of Pain Sensation by 
the Transcriptional Regulator DREAM, Signal transduction through IL1R 
Signaling Pathway from G-Protein Families, T Cell Receptor Signaling 
Pathway, TNF/Stress Related Signaling, TNFR1 Signaling Pathway, TPO 
Signaling Pathway, TSP-1 Induced Apoptosis in Microvascular Endothelial 
Cell , The 41BB -dependent immune response. Toll-L ike Receptor Pathway 
ATM Sionalina Pathway Crti r.vnia- cuik* ri^ ^i.. u , , 



AT.. ~ — r -..w. w^^moc, mu-uiTO rve^epto i rainway 

A ™ Signaling ramway, Cell Cycle: G2/M Checkpoint, Hypoxia and p53 in 
the Cardiovascular system, p53 Signaling Pathway 



2173 



353 



NM_024127 



g, ee, ff, gg 



~ -/ w^w, wijjuainixj ram way 

ATM Signaling ratnway, uell Cycle: G2/M Checkpoint, Hypoxia and p53 in 
the Cardiovascular system, p53 Signaling Pathway 

ATM .Qinnalinn DoHiu^w r»^ll ,~t_. r\n>>* . _ — : ; 



,2173 



354 NM 024127 



1205 



17914 



1209 



22661 



2000 



16844 



2327 



16178 



2448 



2566 



17203 



2566 



17204 



AI169159 



P, q. ee, ff 



hh 



ATM Signaling ratnway. Cell Cycle: G2/M Checkpoint. Hypoxia and p53 in 
the Cardiovascular system, p53 Signaling Pathway 

ATP SvnfhoeJe^ — " 



AI169265 



NMJ)17311 



ATP Synthesis, Oxidative phosphorylation 



NM_031785 



,o 



ATP Synthesis, Oxidative phosphorylation 



ATP Synthesis, Oxidative phosphorylation 



NM 053884 



NMJ 39099 



99 



ATP Synthesis, Oxidative phosphorylation 



hh 



ATP Synthesis, Oxidative phosphorylation 



NMJ 39099 



ATP Synthesis, Oxidative phosphorylation 



ATP Synthesis, Oxidative Phosphorylation 
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[TabD 

|SEQ H 


15 • •: 

j GLGCII 


<ienBankAc< 
I No. 


] ^ ■ 

« • \ y t 

■ Modei;Code 


| ' Atty > Ref.44^l-5090-01.WO/2105485l 
Pathways .; j 


1 131! 


3 101K 


>AI176185 


p, q, gg 


EpsiJon Receptor I Sianaiinn in iJicf r^ii* loc^'o- ,. ' 9 ^H ,y rau,wa y» f 
. W?HW ' 1 0, 9nanng in Mast uells, IGF-1 Signalinq Pathwav IL 9 

s.gnal.ng pathway, IL 3 signaling pathway, IL 6 signaling pathway IL-2 

ReceptorB Protein Interaction Pathway, Inhibition of Cellular Proliferation bv 

Gleevec, Insulin Signaling Pathway, Nerve growth factorpathwS S 

PDGF Signaling Pathway, Pertussis toxin-insensitive CCR5 Signalinq in 

EE£T R v Pr TT ° f Pain SenSaU ° n b * *» Transcriptional Regulator 
DREAM, Signaling Pathway from G-Protein Families, T Cell Receptor 
Signaling Pathway, TPO Signaling Pathway, TSP-1 Induced Apoptosis in 


X 


! 2641 


10181 


X06769 


P,q 


cpsiion rceceptor l Signaling in Mast Cells, IGF-1 Signaling Pathway, IL 2 
signaling pathway, IL 3 signaling pathway, IL 6 signaling pathway IL-2 
Receptor B Protein Interaction Pathway, Inhibition of Cellular Proliferation by 

lns " l,n Sl 9 nalin 9 Pathway, Nerve growth factor pathway (NGF) 
KUbt- signaling Pathway, Pertussis toxin-insensitive CCR5 Signalinq in 

? Pre n SSi u° n ° f Pai " Sensati0n ^Transcriptional Regulator 
DREAM, Signalmg Pathway from G-Protein Families, T Cell Receptor 

tssszs r? f? n .f ■ t 9 r athway - tsp - 1 ,nduced in 

Endotnelia " Cell , Toll-Like Receptor Pathway, egf, epo, igf-1 
112, i!3, i!6, insulin, nof.pdaf.tnn y a.epo.ign, 




1930 


18956 


NM.017075 


aa 


Urn^V, J«a.«J«l!or. Bile acid Diosynthesis, Butanoate metabolism, Fatty 
acd biosynthesis (path 2), Fatty acid metabolism, Lysine degradation 
Propanoate metabolism Pyruvate metabolism, Synthesis and degradation of 
ketone bodies, Tryptophan metabolism 


j 1930 


18957 


NM_017075 


r, s, t, II 


SET * w "I of 6 aCiU b,os y nthes| s. Butanoate metabolism, Fatty 
acd b.osynthes.s (path 2), Fatty acid metabolism, Lysine degradation 
Propanoate metabolism, Pyruvate metabolism, Synthesis and degradation of 
Ketone bodies, Tryptophan metabolism 


1150 


23596 


AI105435 


bb 


fcjenzoate degradation, f-atty acid metabolism, Lysine degradation ' 
Tryptophan metabolism a ' 


| I / 0£. 


23698 


NMJ)12489 


( 


zzf^s^ r auy a ? b,osynthes,s (path «*■ •"*»»»■«. 

aline, leucine and isoleucinfi degradation 


280 

1781 
1781 
1970 


16074 AA874874 
25563 NM_01 2732 1 
16613 NM_012732 


P,q 

f .g 

3 


ie acid biosynthesis, Fatty acd metabolism, Glycerolipid metabolism, 
Glycolys.s / Gluconeogenesis, Methane metabolism, Pyruvate metabolism 
Tyrosine metabolism 

Site acid biosynthesis, Glycerolipid metabolism ~ 

3ile acid biosynthesis, Glycerolipid metabolism ~~ 


1970 
| 2276 


13938 NM_017212 
13940 NM_017212 

12580 NM_031514 a 


j. kk | 

I 

E 

< 

e 
c 

,M.j,k,y,z F 


3ioactiye peptide Induced Siqnalinq Pathwav " 

3ioactive Peptide Induced Siqnalinq Pathway 

Wl,v B Peptide Induced Signalmg Pathway, hPU Signalmg Pathway 

erythropoietin mediated neuroprotection through NF-kB, Growth Hormone 
agnahng Pathway, IFN gamma signaling pathway , IL 3 signaling pathway, IL 
• seating pathway, IL22 Soluble Receptor Signaling Pathway , Inhibition of 
,ellular Proliferation by Gleevec, Stat3 Signaling Pathway TPO Sionalino 
Jj^^^ interact6-1, pdquT 


I 2276 


12581 N 


M.031514 y 


I 
E 

S 
6 
C 

z,hh P 


hudjMU I 'epl.de Induced Signaling Fdlhway, kPU Signaling Pathwav 

^ropoiehn mediated neuroprotection through NF-kB. Growth Hormone 
ignaling Pathway, IFN gamma signaling pathway , IL 3 signaling pathway, IL 

e luiar Proliferation by Gleevec, Stat3 Signaling Pathway, TPO Slgnalino 
athway. epo. Ifh oamma, il3. il6. interartfi-1 pd^f, » n „ 3 a 


I 133| 


23828|A 


A817823 i[ 


B 

K 


luucl y.oup ylyoolipld b.osynthesis - neolact series. Galactose metabolism 
eratan sulfate biosynthesis. N-GlvcanrhLvnthPric ' 
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TABLE 2 



SEQID 



GLGC ID 



Model Code 



Pathways 



412 



11997 



AA892828 



Butanoate metabolism, Glycolysis / Gluconeogenesis, Pyruvate metabolism 
Valine, leucine and isoteucine biosynthesis 



1313 



5876 



2541 



8692 



AM 761 17 
NMJ34387 



hh 



hh 



1987 



20600 



NM_017268 



1987 



20601 



2465 



17739 



2193 



2811 



2193 



2812 



2193 



2813 



2126 



162 



2365 



1311 



873 



544 



5206 



1850 



1338 



1952 1 



1952 



2427 



15364 



NM_017268 



NM_053995 



NM_024386 



NM_024386 



NM_024386 



NM_022516 



NM_053291 



20086 AI013260 



AA925755 



cc,dd 



w, x. cc, dd 



e, u.v 



e 



NM_013022 



15365 NM_017147 



15996 NM_053769 



1658 



1657 



2677 



17264 



25041 



NM.017147 



D25233 



D14014 



24232 



18729 



X75207 



n „ = ~- s — ' ..ww M >,. .woi J , wywiyoia r au I way 

Caspase Cascade in Apoptosis, FAS signaling pathway ( CD95 ) HIV-I Nef: 
negative effector of Fas and TNF, Induction of apoptosis through DR3 and 
DR4/5 Death Receptors , TNFR1 Signaling Pathway 

Cataoolic Pathways tor Arginine , His tidme, Glutamate, Glutamine, and 

Proline, D-Glutamine and D-glutamate metabolism, Glutamate metabolism 
Nitrogen metabolism 



ii 



aa, bb, II 



cc,dd 



aa, bb 



NM_021578 



Butanoate metabolism. Glycolysis / Gluconeogenesis, Pyruvate metabolism 
Valine, leucine and isoleucine biosynthesis 



'Butanoate metabolism, Pentose an d glucuronate interconversinn s 



Butanoate metabolism, SRbBP and controls lipid synthesis, Synthesis and 
degradation of ketone bodies. Valine, l eucine and isoleucine degradation 

Rl itannofo malaKnli^rn PDrnn • , — ; — 77— n ■ a 



Butanoate metabolism, SKtBP and controls lipid synthesis, Synthesis and 
degradation of ketone bodies. Valine, leucine and isoleucine degradation 



Butanoate metabolism, Synthesis and degradation of ketone hnrii^ 

Qt ifor-\o> ^f^. — n i A u.i:.Z /-\ 41 : : — r ■ — ■ ■ 



Butanoate metabol.sm, syntnesis and degradation of ketone bodies Valine 
leucine and isoleucine degradation 
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TABLE 4 



Atty. Ref 44a2i^090-01-WO/2l05485 



Model 



Adrenergic Agonist 



Alkylating Agents 



Adriamycin 
Adriamycin 



la 

lb" 



Amphotericin B 



c 

W 



I Bl: Alternate 



e 



|Bl: Core Tox Markers 



iClenbuterol: Alternate 



Clenbuterol: Core Tox Markers 
IClenbuterol: Alternate 
Clenbuterol: Core Tox Markers 



Cyclophosphamide: Alternate 
Cyclophosphamide: Core Tox Markers 
Epinephrine: Alternate ~ ~ 



m 



[Epinephrine: Core Tox Marke rs 
[Epinephrine: Alternate 



[Epinephrine: Core Tox Markers 



[Epirubicin 

I Hydralazine: Alternate" 
Hydralazine: Core Tox Markers 
jifosphamide: Alternate - 



Jlfosphamide: Core Tox Markers " 



Isoproterenol: Alternate 
Isoproterenol: Core Tox Marke rs 
Isor ~~ ~ 



w 



jroterenol: Alternate 
Isoproterenol: Core Tox Markers 



Minoxidil: Alternate 
Minoxidil: Core Tox Markers 
Norepinephrine: Alternate" 
[Norepinephrine: Core Tox Markers'" 
[ Norepinephrine: Alternate 
Norepinephrine: Core Tox Markers" 
j Phenylpropanolamine " " 



aa 



bb 
cc 
Idd" 



Phenylpropanolamine 



Rosiglitazone 
[General 



ee 
IF 

lii" 

|hfT 
ii 



General Core Tox Markers 



| Vasculature Agents 



IklT 



time (hrs) 



various 



various 



120, 168 



6, 24 



168, 336 



_168, 336 



24 
6 



6,48, 192 



6, 48, 192 



24 



24 
3,6 



3,6 



6,J92 
48, 144 



48, 144 



24 



24 



3,6 
3,6 



24, 360 



24, 36 0 
24 
24 



3,6 
3,6 



6, 24 



24 



various 



various 
various 
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TABLE 5A: ADRENERGIC AGONIST" 



Atty, Ref..4492T-509A-01rWO/2105485 



GLGC ID 



LDA Score 



linean TjSx |SD Tox" 



Mean Nontox 



Sb Nontox 



17736 



15003 



11531 



17735 



19040 



17734 



1892 



93.1848 



91.1968 



830.7404I 409.6441 



90.1662 



1787.79971 762.418? 



188.7073 



88.3378 



^33 1 ^943 472.1444 



584.9220 



88.1250 



1302.18481 707.5785 



74.9787 



87.5598 



86.8816 



2908.0087 1147.661 
428.8572I 97.4225 



380.2217 



1047.5181 



86.7420 



2678.5496! 1099.6429 



248.9995 



2311.9282T 
1311.1640 



996.2423 



578.171 



1178.1967 



133.9170 



266.0836 



129.4779 



216.8872 



435.2275 



69.8694 



363.5236 



332.2920 



22321 



10071 



15510 



14213 



17161 



11530 



22499 



86.6157 



85.6582 



474.9087 



85.6582 



404.6838] 160.3726 



584.6204 



85.5585 



555.2923T 
193.2422 



166.4941 



198.1929 



256.3717 



85.3723 



44.9524 



85.0532 



58.21541 43.1912 



283.7898 



85.0000 



587.4333I 355.2130 



4.8459 



84.9867 



721.63171 412.9801 



193.6993 



43.9754T 
110.1523 



194.6598 



12.0409 



20.1660 



187.5873 



84.1703 



89.8406 



52.4782 



16.2336 



89.1473 



129.9371 



11.3621 



16168 



1271 



574 



15540 



17217 



19710 



18654 



7196 



923 



18389 



14206 



10185 



20448 



23781 



606 



17601 



357 



18888 



20983 
20449 



84.601 1 



84.3085 



18.0460 



83.7500 



83.1383 



83.0984 



83.0785 



82.8723 



82.8258 



82.8059 



82.5665 
82.0745 



82.0545 



81.9082 



81.5359 



81.3098 



81.2566 



81.1968 



322.1775) 121.4265 



156.2806 



57.0368T 
997.6258 



171.7767 



11.4631 



268.7816 



80.9952 



222.67511 196.0708 



592.6405 



299.9600] 61.9276 



49.6568 



95.2966| 31.4037 



408.5918 



115.91481 55.4920 



47.0879 



241.56081 48.6689 



221.2713 



80.3798] 
1698.2519 



60.4940 



167.6215 



653.3550 



15.2547 



32.6432I 13.0018 



804.3228 



19.2150 
510.4135 



78.1153 



5.2091 



424.2980 



31.5730 



74.7232] 26.9707 



65.6248 



22.0283] 48.8072 



38.5429 



81.1636 



81.1303 



81.0904 
81.0040 



148.66991 25.4993 



-43.9928 



75.31021 54.7364 



203.0924 



18.1279T 



23.9249 



6.8135 



336.65101 76.3729 



30.9872 



482.8464 



27.2337 



45.1771 



15.3334 



136.0639 



39.2014 



79.0507 



21.0511 



63.0262 



40.8344 



11.6656 



432.9969 



56.0684 



10.4042 



72.1860' 



15.2727 



28.7447 



39.3452 



12.6806 



11.1700 



107.7815 



4327 



5496 



19481 



1977 



21663 



13940 



14970 



23058 



355 



1530 



18597 



24431 



12118 



22675 



18313 



80.9375 



704.6277I 547.1217 



80.9309 



80.9309 



80.8910 



80.7912 



80.6316 



80.5386 



80.3258 



80.0266 



80.0066 



79.8670 



79.8670 



138.63561 37.5198 



85.9070 



50.8946! 12.7471 



90.149? 



75.3548! 23.3920 



68.9254 



384.37161 104.5183 



131.9767 



1000.0403! 524.6985 



557.5178 



46.21561 17.8341 



361.5352 



52.0507] 17.0768 



85.3171 



181.54421 53.5652 



81.4804 



80.9323! 65.3081 



285.5204 



140.4712| 33.2319 



7.7442 



286 .46681 206.7383 



194.9259 



79.8338 



79.8005 



79.7872 



278.2754] 246.5034 



88.5584 



1249.92451 697.4559 



69.8804 



75.41841 38.8554 



522.6811 



4005.3077I 732.8548 



29.4800 



2783.7654 



122.7912 



26.2950 



13.4656 



42.0273 



106.1212 



120.1430 



35.6900 



20.0985 



70.9465 



23.5498 



41.2104 



38.8586 



50.4931 



245.1043 



18.4798 



675.7277 
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Table sa: adrene r^ agonist ^ Kt,^^. wo/21 0548 1 



Q5L GC ID 
23038 



7665 



23123 



7414 



11684 



22197 



24246 



22378 



24209 



5461 



21632 



18206 



3669 



24022 



17540 



12664 



15042 



10072 



16154 



2742 



6632 



22432 



LDA Score 
88 



18598 



2459 



12086 



23725 



8494 



2301 



23964 



4420 



8495 



14494 



15283 



9317 



11426 



13634 



19387 



24051 



13460 



6412 



9611 



4074 



6548 



12946 



20035 



3905 



12979 



22545 



21660 



18529 



22666 



21166 



| Mean Tox fsBTox" 



.0718T 



147.1772 



87.2407! 420Q99H 



87.0080! 558.1390 



86.6356! 4288101 



86.5160 100.3ROQ 



86.3497| 246.4543 



86.2832 406.3073 



86.12371 



85.12631 



156.7941 



84.9209 



85.0731! 227.7101 



84.7340! 



486.9037 



84.4415 298.2611 
84.3152 54.9250 
84.0691| 60.1513 



83.8830! 614.5749 



83.5705| 



83.5638! 



53.1247 



125.6087 



83.4574! 256.6850 



83.4043! 



161.8671 



83.1782! -100.5665 



82.81911 



210.1464 



82.7992! 212.3237 



62.5864! 101.0807 



82.5665! 1207.7704 
82.4934| 37.5563 



82.4867! 



326.7101 



82.4535| 619.4279 



82.4402! 



75.4272 



82.3072! 142.6538 



82.2407! 310.0578 
82.2207| 177.6911 



82.1875! 172.9679 



82.02131 405.2790 



82.0146T 



81.99471 



500.5706 



337.2493 



81.8750! 1369.2711 



93.5964 



92.5245 



184.4459 



97.8829 



43.7081 



83.2983 



78.4021 



51.2980 



55.8163 



79.5985 



172.591 
43.6493 



16.7575 



17.4583 



238.0756 



29.4909 



59.0746 
119.5995 



82.4309 



101.5237 



- u 

Mean Nontox 

16.7866 



273.5120 



312.7660 



296.5660 



193.3221 



5D N ontox 

121.6543 



114.9586 



269.3370 



274.8932 



0.6268 



115.4327 



193.9329 



219.0292 



26.5427 



103.0718 



340.9067 



114.3550 



41.6963 



103.8417 



73.5311 



58.6494 



57.3487 



72.7916 



889.6888 



11.7940 



61.7201 



83.5414 



15.8549 



32.3372 



85.6928 



31.6153 



31.0657 



78.5347 



75.1872 



90.1085 



81^6171 



81.81521 



536.2792 



94.57S9 



81.77531 218.7623 
81.7686 



81.62231 



13.4985 



81.58911 



12.2893 



7.4619 



81.52261 375.7787 



81.50931 



81.50271 



148.1603 



346.7378 



81.49601 170.34RR 



81.48271 



966.0172 



81.43271 128.234ft 



81.45611 2382.493? 



485.0771 



140.6484 



22.7796 



66.2870 



5.4822 



25.4226 



29.5408 



105.0735 



34.5002 



149.5983 



48.0159 



724.9628 
54.8824 



59.4249 



121.7572 



121.2644 



-0.8437 



93.8630 



58.1680 



218.5422 



459.5236 



116.2465 



84.4648 



450.6251 



130.5767 



227.6112 



303.0143 



682.2943 



553.0815 



806.0391 



364.3634 



145.6245 



337.3528 



27.2459 



57.7584 



64.5731 



210.2905 



220.6648 



164.0392 



90.3576 



294.8817 



81.4362 



81.3963 



81.3963 



447.6552 



487.4179 



203.6431 



63.9044 



81.1612 



52.2979 



50.5289 



42.9903 



65.8177 



59.2517 



38.9410 



36.2758 



83.9131 



50.4482 



16.7630 



26.3162 



100.1111 



32.5444 



32.6660 



62.8821 



71 .2638 



79.4204 



39.1467 



31.8172 



35.2601 



160.0823 



16.2987 



62.4451 



98.6579 



30.8618 



29.8075 



91 .3693 



28.8121 



36.8642 



67.4546 



145.5965 



151.4891 



179.8525 



84.4545 



33.8169 



64.6869 



12.3818 



32.7127 



43.9488 



78.2200 



40.7063 



57.3486 



60.5419 



100.1571 



182.6728 



531.8921 



91.3266 



89.9086 
175.0606 



1592.8149 



285.9677 



75.6578 



305.9588 



60.8249 



514.8672 



71.7319 



31.7036 
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TABLE 5B: ALKYLATING AGENTS - 



GL GC ID 

25468 



20225 



25469 



17160 



1684 



4565 



LDA Score 
84.1196 



10320 



4474 



2044 



2031 



455 



20450 



309 



8269 



15573 



16947 



15083 



25496 



25495 



6654 



22355 



25705 



24228 



381 



24643 



22583 



2413 



4684 



2832 



15846 



26039 



298 



1108 



20073 



10248 



767 



1894 



18864 
13595 



15056 



385 



17427 



20536 



200 



24473 



18895 



16448 



17154 



20732 



84.0526 



83.6459 



83.2440 



83.1196 



82.6651 



82.3493 



82.3397 



81 .9522 



9073 
17923 



81 .6890 



81 .6029 



81.5694 



81.4976 



81.4211 



81.3493 



81.2010 



81.1914 



81.1292 



81.1292 



81.0574 



81.0431 



80.8900 



80.8804 



80.7368 



80.6029 



80.5598 



80.5072 



80.4880 



80.2967 



80.2440 



80.1818 



80.0431 



80.0239 



80.0144 



79.9282 



79.8565 



79.7847 



79.7799 
79.7703 



79.7273 



79.6986 



79.5837 



79.5837 



79.5598 



Mean Tox 

2299.0124 



30.0414 



47.2206 



1791.5476 



2068.9455 



2947.0329 



24.4325 



47.9014 



73.5205 



23.8482 



11.6843 



3635.2910 
48.8815 



588.1575 



|S P tox" 

2917.1199 



PCT/US2004/000240 

Atty. Ref. 44921 -b090-01-WO/2105485j 
su Rontox 



12.5776 



7.9918 



2180.0380 



214.1597 



3556.7192 



9.4147 



12.0588 



Mean Nontox 

6144.3127 



97.4470 



70.5631 



4544.7412 



1697.7590 



6788.5893 



43.6687 



23.9619 



22.9362 



11.8859 



906.2374 



13.0695 



15.6709 



84.8163 



53.0476 



34.2199 



79.2127 



4.3619 



10.9516 



11.7092 



204.2343 



178.3991 



57.3908 



18.9000 



543.7402 



279.7133 



19.6870 
169.1690 



18.3818 



745.6790 



87.7172 



123.6875 



33.1607 



57.8518 



13.4606 



26.9706 



19.0513 



16.9442 



80.4636 



38.7337 



57.3253^ 
19.5326 



1788.2424 1 
423.3836 



2953.79971 



51.6998 



29.5962 



5012.3749 



73.0041 



476.1954 



21.9461 



105.8035 



76.8846 



68.3728 



157.0878 



5.0085 



141.5809 



119.0250 



6.7439 



56.3307 



5.5890 



62.8685 



15.7335 



17.2399 



19.0091 



37.0221 



18.0748 



7.9412 



376.3496 



4.3235 



295.3987 



11.0042 



12.7922 



7.6995 



16.4752 



53.6001 



13.7955 



132.5974 



76.1675 



6.2067 



19.5439 



318.0867 



37.0290 



79.4450 



79.4450 



79.3828 



79.3636 



79.2440 
79.0670 
79.0335 



55.6074 



147.2555 



120.9271 



96.2256 



119.1209 



18.7576 



12.9824 



6.1665 



15.0876 



65.6813 



24.7335 



13.1527 



34.7970 



21.8233 



1193.0218 
13.7055 
39.3991 
75.8414 



1 15.9279 



321.9846 
5.1709 
11.2447 
12.2287 



140.0664 



32.3728 



32.1376 



357.5528 



157.8901 



29.2547 



68.4159 



24.0195 
623.5517 



55.6888 



151.2548 



68.4972 



75.8213 



59.1687 



33.1729 



40.4131 



306.4258 



23.0547 



147.5070 



166.8307 



97.0513 



22.2468 



46.3407 



220.1336 



11.5981 



79.4381 



207.7485 



163.6937 



285.0267 



854.9913 



14.1960 1 
26.6369 
27.3163 
18.9559 



10.71951 



1060.90431 



22.3154 1 
81.2001 



9.51691 



18.10051 



21.95561 



27.25581 



37.21081 



33.9639] 
13.5276 



12.81671 



114.82271 



45.99091 



10.70271 



74.12711 



5.75111 



103.76411 



21.88411 



23:9115] 
33.9424 



15.24611 



23.46241 



11.88171 



19.17971 



85.4251 



15.93431 



73.92221 



35.17411 



18.17801 



15.66671 



22.68441 



64.8948 1 
22.3424 
22.5161 
46.3524 



34.7664! 
130.8231 



23.4555 
21.7348 
104.9544 



204.4564I 



9.0599 
14.0843 
26.5959 
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TABLE SB: ALKYLATING AGENTS 



GL GC tD 

25572 
18867 



20998 



LDA Score 

78.9809 
78.9234 



Atty, Ref. 449^l-b090-01 iT Vyo/2105485 



18032 
16934 



22150 



20864 



20224 



14543 



21928 



8587 



25752 



167 



20554 



23215 



16018 



15990 



1591' 



25525 



25770 



23294 



25659 



25262 



21013 



25765 



8844 



20754 



24597 



25790 



20779 



2881 



17214 



20509 



4242 



13882 



11218 



20549 



18023 



31 



25232 



1948 



15777 



13283 



17226 



20878 



22205 



25235 



4235 



461 



10453 



23096 



5969 



78.7751 



78.7703 
78.7512 



78.7416 



78.7177 



78.6555 



78.6459 



78.6029 



78.6029 



78.5837 



78.5598 



78.5598 



78.5072 



78.4354 



linean Tox 

23.5730 
375.0387 



470.2145 



,43.4114 
59.1653 



217.3971 



9.1197 



25.7235 



41.7789 



26.2219 



21.3555 



25.6894 



SD tox 



9.4696 
219.8318 



161.5664 



Mean Noritox 

38.3420 
178.0682 



22.1110 
16.5814 



42.1239 



8.3097 



11.4037 



18.8904 



9.3320 



10.7080 



385.7359 



37.0486 



76.8105 



78.3493 



78.3397 



78.1722 



78.0144 



77.9378 



77.8852 



77.8756 



77.8038 



77.8038 



258.9146 



87.3962 



70.4733 
124.7945 



91 .4328 



125.3066 



37.2458 



29.1337 



42.8635 



146.7072 



18.4306 



11.1928 



278.281 



89.4354 
34.9678 



150.5825 



24.8080 



54.8352 



4.6710 



40.2590 



42.0994 



-49.0965 



589.7799 



76.2388 



45.4960 



18.5131 



26.2187 



36.3359 



51.3572 



16.9407 



13.2464 



232.9595 



77.7799 



77.6986 



77.6794 



77.6459 



77.6459 



77.6029 



77.5646 



77.5072 



77.4163 



77.4019 



77.3828 



77.3589 



77.3493 



77.2344 



77.1388 



77.1100 



77.0861 



77.0335 



76.9952 
76.9904 



76.9713 



76.9282 



76.8995 



88.3684 



86.5072 



86.4976 
86.0335 



39.7965 
27.1377 



52.0605 



622.3761 



39.4384 



160.1499 



297.0551 



144.7695 



23.2482 



323.5089 



757.9745 



66.3258 



6.8117 



46.2884 



17.4557 
10.8488 



10.6921 



105.4979 



14.4912 



17.6749 



79.9493 



33.6226 



6.0971 



80.1901 



193.5464 



33.1582 



45.3195 



59.3374 



19.7318 



136.4836 



20.3161 



13.0325 



252.0797 



28.4037 



889.7006 



21.8555 



407.8426 



58.8866 



54.6916 
305.3999 
582.3748 



39.0734 



11.8610 



100.4547 



201.5170 



117.5183 



18.9494 



78.6745 



161.4990 



158.0675 



90.6507 



42.6468 



183.4911 



66.0129 



55.1368 



71.2943 



480.5779 



59.6624 



123.7358 



399.1987 



105.3812 



36.1861 



238.1027 



1049.9153 



128.6068 



12.0265 



11.7844 



7.8509 



36.7570 



7.1718 



4.6449 



52.3846 



7.4850 



90.5304 



3.4653 
55.6413 



10.7413 



50.5349 



64.6300 



78.8431 



34.4586 



81.9549 



35.981 1 



21.3358 



su rsiontox 

12.8307 
58.9122 



189.5066 



39.7258 



762.5673 



28.8335 



323.2472 



28.6474 



77.1263 



81.2828 



100.2864 



133.6145 



103.2969 



425.0370 



9.3227 



46.2914 



15.8441 



130.2308 



9.5388 



67.5158 



30.1009 



48.4319 



113.9204 
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TABLE SB; ALKYLATING AGENTS : Ath/ Pof aaooa g ^ „ . 

■ • „ ; £ .^ 4y ^ " 5 990-01 -WO/21 054S5 



kiL GCiP | LP A Score 
15084| " 85.6651 



227711 
3094 



33521 



85.6651 
85.4641 



85.181 



19358 85.0670 
~~6458| 84.5694 



9171^ 



84.4641 



17832] 84.3828 



16871 



41511 



84.3301 



16891 



84.0957 



60921 



83.751 



87121 



83.5694 



83.2871 



138021 83.1914 



28131 



82911 



83.0335 



170891 



82.6124 



3781) 



82.5502 



128051 



82.4976 



82.4641 



199441 82.3589 



16652| 82.3493 



11563) 82.3301 



145301 



82.1196 



213641 82.0861 



163351 



82.0574 



5913) 81.9713 



6917| 



81.9522 



14594] 81.8469 



9788[ 81.8230 



"23043? 



2880 



81.7799 



81.6746 



143371 81.6651 



5726I 



9521^ 



81.4545 



81.3493 



8440I 81.3301 



17495) 81.3206 



7060| 81.3206 



21119[ 81.2967 



1182| 81.2871 



157861 81.2775 



6789| 81.2584 



6658I 



81.1818 



85151 81.1722 



115611 81.1100 



Mean Tox 

82.7205 



543.5028 
39.5089 



686.1273 



749.4440 



10.2135 



83.4184 



1873.7747 



SD TOX 

49.8587 



64.0967 
13.9797 



133.8193 



1002.3084 



8.2076 



21.1652 



1518.0092 



398.7729 
3534.9897 



14.9530 



76.7061 



86.8262 



345.9580 



29.9570 



1436.7260 



-3.7295 



64.5057 



124.7257 



80.1161 



207.7992 



98.2636 



95.9159 



72.0214 



41.5357 



207.1085 
23.9145 



122.9006 



122.6782 



37.0159 



239.9225 



2756.4346 



2149.3647 



74.0807 



4805.9317 



7.8629 



30.7397 



20.4133 



80.9262 



8.6052 



238.9832 



24.1581 



23.9316 



31.3315 



33.8281 



49.7971 



21.6303 



78.2647 



170.4047 



16.7042 



70.5504 



32.6840 



46.7684 



iviean Nontox 

198.7021 



384.5877 
87.5210 



ab No ntax 

77.1236 



444.0767 



2499.7431 



34.5288 



125.7671 



5678.4901 



4500.8610 



605.7236 



9151.5643 



27.7916 



9.5956 



140.1087 



230.5143 



52.6233 



1082.6013 



30.8117 



11.2774 



230.2468 



126.1162 



115.4617 



68.0352 



264.3087 



269.4336 



77.0752 



107.6603 



-21.2989 



21.5207 



59.7409 



65.8090 



156.6240 



544.9712 



383.8079 



191.4324 



70.2302 



149.8647 



636.6515 



90.9486 



98011 



81.0957 



8356| 81.0335 



17614| 81.0239 



_1gg_5| 81.0144 



9186| 80.9809 



24012 80.9426 



24129) 80.8660 



179171 80.8565 



284.2977 



101.8620 



127.8069 
126.3052 



114.4329 



8546.8465 



20.6067 



14.8125 



32.1748 



207.8074 



*] 60.9658 ! 
26.1810 



172.4627 



16.5892 



13.5422 



30.9800 



92.4873 



117.4177 



26.9123 
18.8770 



38.0848 



175.1664 



22.1946 



162.9443 



27.5891 



29.6080 



28.1786 



43.6818 



11550.1541 



1380.0285 



97.4502 



49.7315 



24.7195 



61.6067 



308.3251 



92.9327 



92.0760 



104.9144 



375.0940 



296.2564 



239.7644 



107.7135 



88.9610 



462.0210 



135.2010 



519.0955 



64.7334 



206.6474 
178.4201 



184.2400 



16297.7927 



92.2999 



51.0282 



130.1732 



927.5420 



21.5597 



37.2977 



2278.9559 



1744.4746 



162.8110 



3989.7268 



11.2114 



49.1484 



38.4801 



104.4164 
17.74591 



400.2614 



26.02121 



53.4721 1 
82.9797 



39.89161 



54.5596 1 
19.1958 



122.6829 



133.2956 



24.01461 



64.55211 



44.19241 



21.7007 



50.5088! 



28.6776! 



22.2797! 



36.10901 



90.95011 



75.50501 



45.3520 



26.23061 



41 .4774 



85.3071| 



31.2399 1 
137.7033 



22.7099! 



71.1527 1 
42.6519 



367.9359 



24.3140 



112.7341 



53.3468 



922.5454 



148.3880 



-210.2743 



51.7067 1 
9670.1461 
31.2583 
231.86861 



38.5966 1 
164.0051 
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TABLE SB 


: ALKYLATING AGENTS 


Attyi Ref. .44921 -509Qr0„1 tWO/21 05485 


GLGC ID " 


lda Score 


Mean Tox 


SDTox 


Mean Nontox 


SD Nontox 


•1 7DQO 


80.8230 


133.1790 


82.8102 


500.4147 


308.6848 


ooooc 


80.8230 


34.8506 


19.6899 


67.4320 


26.9774 




80.8134 


23.1353 


15.6220 


48.1076 


19.1854 


i 1 OOZ 


80.7703 


245.8868 


52.8498 


339.3667 


77.4808 


I OOo/ 


80.7608 


42.0020 


14.9669 


76.6187 


25.7957 


ID/ I o 


80.7512 


245.9244 


52.1236 


336.8610 


64.0700 


O^/ O 


oKj.rolZ 


36.021 1 


47.9516 


103.7553 


45.6000 




80.7273 


32.7671 


11.1490 


55.0538 


23.5680 


11628 


80.7081 


203.6646 


44.9926 


304.7981 


79.1293 


8468 


80.6124 


152.0274 


44.8297 


257.8287 


84.3043 


18691 


80.6124 


2396.4705 


628.0103 


3968.4435 


1196.6683 


6334 


80.4880 


366.9402 


55.6784 


300.3871 


52.9436 


21990 


80.4450 


97.6227 


50.6873 


16.0942 


66.0429 


3319 


80.3923 


16.8291 


13.8402 


35.5651 


15.6556 



368 
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Timepoi 

CaLGC IE 

2006 
1782 
2546 
2546" 
168- 
21931 
1925J 
1925( 
2048; 
1888J 
I 117^ 
18907 
1644C 
16924 
4594 
956 
18881 
16610 
17227 
17760 
15056 
25765 
24775 
1586 


nt(s): 120.16 
i LDA Score 
5"~ 99.272 
9 99.012 
B 98.908 
9 98.908. 
* 98.752< 
3 98.700( 
5 98.492 - 
5 98.232* 
I 98.076S 
i 97.661 - 
y 97.5052 
97.4535 
I 97.4532 
97.4532 
97.1933 
96.8295 
96.5696 
96.5177 
96.4657 
96.1538 
94.9584 
94.2308 
94.1268 
93.9709 


ruiN . 
8 hrs 
Mean Tox 

3 183.899 
5 165.790 
5 36.657 
5 63.268- 
3 89.017! 
3 231.2671 
7 44.91 7< 
J 117.146( 
J 5168.1262 
I 158.0252 
- 29.387£ 
■ 17.1561 
! 49.201 £ 
14.3123 
20.8843 
56.2043 
42.5293 
441 .4807 
617.3444 
497.1910 
0.6888 
30.6901 
4.3639 
153.0619 


Atty.l 

_St>Tox " 

7 ~ 70.995 
9 131.668 
7 64.202- 

4 50.1181 
3 122.2811 

5 91.744' 
3 24.3851 
J 52.064' 

1 986.31 2( 

2 29.5322 

> 14.7446 
12.0112 

> 12.305C 
39.7356 

8.3975 
24.1425 

9.7059 
35 QddA 

94.1237 
48.6205 
2.5754 
6.3798 
8.9454 
16.0525 


Kef. 44921-5090- 

Mean Nontox 

2 27.077 

2 4421.063 
4 6119.863 

3 4528.363 
* 6770.378 

72.064" 
228.847* 
416.728* 

> 1 597.909 i 
? - 67.935J 
! -49.4517 
! 446.2084 

> 283.1604 
227.5564 

87.7948 
221.5609 
18.4425 
757.8194 
374.3329 
303.5142 
22.1041 
65.7805 
40.0668 
102.3870 


-Ul -WO/201 5485 

* SD Nontox 

3 23.5970 
1 1923.2910 
5 2438.1822 
3 1796.1027 
< 2960.1914 
I 24.0884 
1 100.5140 
5 142.5050 
1 904.7746 

> 25.7012 
1 23.3909 
L 255.5783 

> 132.0897 
105.7147 

53.1804 
95.7116 
7.7913 
^ 180.8820 
70.7076 
1 78.3806 
_ 15.6263 
19.4180 
20.4915 




9223 
24506 
4418 
2079 
20888 
21623 
17599 
23225 
25517 
17226 
14966 
1522 
22773 
11152 
16925 
23778 
17541 
16018 
20073 
4405 
24695 
25676 
17727 
18065 
14968 
6108 
21695 
22435 


93.9709 

93.4511 

93.2952 

93.1393 

92.8794 

92.8794 

92.8170 

92.7235 

92.7235 

92.661 1 

92.4636 

92.2557 

92.0998 

92.0894 

91 .9335 

91 .4761 

91.2578 

91 .0499 

90.6861 

90.4366 

90.3742 

90.2287 

89.9064 

89.8545 

89.8025 

89.6985" 

89.4491 

89.3867 


-2.5494 
20.7437 
31.9637 
1233.9396 
745.0763 
1333.2177 
301.5754 
12.3479 
38.8209 
359.4217 
-29.1245 
308.6408 
255.7841 
557.2671 
512.6284 
23.6922 
198.5566 
323.8912 
0.9459 
15.8925 
453.4644 
59.5410 

577 41<*9 
*J t 1 .*r 1 w4l 

116.8633 
96.0389 
752.4260 
-9.1950 
1158.4434 


13.2241 
16.1857 
4.3417 
75.7770 
70.1047 
' 151.5873 
145.1718 
5.7285 
17.6003 
64.3602 
18.8958 
59.6964 
74.9933 
220.7868 
202.3815 
6.0522 
46.9188 
34.7586 
5.7273 
3.3639 
75.2141 
41.7671 
03.1830 
24.0688 
40.7561 
142.3411 
9.6046 
173.1666 


59.7208 
93.1557 
34.4959 
1579.3870 
490.9188 
1989.0003 
67.4111 
90.0362 
164.9523 
189.1713 
40.2943 
163.1935 
460.0795 
211.5257 
979.1897 
57.9147 
81.2000 
201.5575 
40.0808 
25.0584 
299.0488 
167.6913 
411.9085 
63.5006 
255.4619 
469.9789 
35.1283 
735.9354 


23.5273 
46.1898 
47.7833 
29.6694 
253.4903 
132.2520 
390.5994 
46.5538 
220.5098 
104.4392 
43.8908 
45.7010 
73.1540 
111.7997 
80.2627 
171.7185 
31.2877 
50.4977 
57.4594 
19.4090 
13.1488 
61.7532 
66.3227 
74.7992 
21.4720 
81.4502 
105.7585 
73.3789 
180.0352 1 
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TABLE 5C: ADRIAMYCIN . 

-r: _ . ... 

hrs 

hnean Tox 



Timepoint(s)f l20. 168 hi£ 
ID |L6a Score 



17759 



21746 



10498 



16426 



16217 



1291 



17731 



436 



25770 



9388 



1867 



19646 



16780 



16926 



3203 



16228 



3244 



1845 



12299 



767 



4450 



15570 



20971 



17057 



9501 



17285 



15569 



89.2827 



89.2308 



89.1892 



89.0229 



88.9293 



88.8669 



88.8150 



88.7734 



88.7630 



88.5551 



88.4615 



88.3576 



88.3472 



88.1913 



88.0873 



88.0873 



88.0353 



87.9418 



87.8690 



87.8274 



87.8274 



87.8274 
87.6819 



87.5780 



87.5676 



87.4636 



20816 



3430 



20960 



15517 



19040 



5159 



17742 



3431 



16649 



18867 



4130 



16716 



24354 



1803 



15957 



16520 



11384 



15052 



17301 



25716 



1323 



1687 



j 1689 



6073 
17832T 



87.3597 



87.3077 



87.2973 



jSD Tox 

149.55681 14^5193 



Atty. Ref. 4492 ljbUyy-Ot-WO/20154851 

»u Nontox 



016.6727 103S09fi 



1497.8929 48 1S31 



634.7232 367.7003 



1472.9648 370.2267 



392.3356 52.9019 



170.2621 34.100S 



78.59971 



6.2549 



52.9155 31.200S 



36.0405 19.570? 



780.5661 39.6208 
75.7858 16.90 79 



111.7912 19037 3 



597.8380 183.194 7 



490.6298 67.5R 19 



1.8880 



13.9522 



236.9812 399S7Q 



-35.4912 18.120 1 



789.9328 1384119 



-4.0207 11.9887 



653.2107 95 783 ft 



250.1856 TT2~?fi7 ifi 



114.4825 



76.2930 1 



5.4332 



6.5559 



161.4916 20.S 48R 



337.5447 23R9Q4 



138.4769 81.8.q ftR 



405.3420 1059Q3Q 



87.2661 



87.2141 



87.1622 



87.0998 



86.9854 



214.2634 8813S1 



S64.9480 46.39 34 



44.6913 



7.7999 



172.6411 24 4 Q1Q 



li/iean Nontox 

84.5285 



513.3917 



1378.3258 



.1682.6068 



2337.2435 



255.6265 



85.8118 



58.2561 



161.0254 



-58.0892 



651.7755 



149.3923 



70.4368 



1064.0928 



351.1566 



45.7859 



175.4901 



50.3417 



431.7056 



22.9078 



463.9743 



625.2026 



92.3298 



58.1030 



118.3188 



238.4030 



454.1432 



780.2926 



106.9822 



520.9765 



318.5259 70 8309 



86.9335 



86.8919 



86.8295 



86.7360 



86.6944 



86.6944 



86.5800 



86.5281 



86.5177 



_86.4865 



86.4345 
86.3721 



86.3306 



86.3202 



98.8565 



98.8565 



98.8046 
98.7526 



30.4573 23. 9803 



1176.3691 3R1 7 Q4Q 



357.9935 33.4 1 Ql 



384.3156 106.1 R8O 



105.3641 54.SSS7 



158.3732 16J545 



29.2853 



4.1889 



197.6202 2701 9ft 



176.1742 109.7 9fifi 



86.0059 29.0386 
46.15771 5^310 



2047.1863 228Q977 



207.3871 1QB~19r £ 



423.6299 94 7 4Sfi 



326.3527 S4 flftoa 



82.8701 42 5Q93 



69.8491 



255.7760 



172.3592 



-4.7075 



617.0483 



258.8069 



180.4287 



243.3050 



219.5175 



14.8199 



148.6496 



367.4182 



42.2329 



33.2389 



2747.7425 



504.5765 



813.2816 



182.5352 



83.5162 



-23.4120 
35.6451 



88.7163 



6.7898 
35.6118 



4478.5712 



9117.3811 



63.8808 
5650.1374 



123.99031 



276.58101 



491.68511 



632.61661 
54.96471 



17.3686 



59.87191 
46.8516 
124.56671 



60.39601 



20.04431 



211.89611 
73.4231 



27.56141 



33.1031 1 
75.5274 
111.2095 
15.9351 



205.6496 ! 
20.5939! 



16.52161 



23.25741 



68.72031 



185.94861 



230.19531 



26.1705 1 
116.5653 
20.3743 



77.7245 ! 
76.4086 



9.8579 1 



144.41161 



55.71621 



69.40991 



74.12181 



55.35181 



15.0056 
26.7689 



101.79041 



18.09391 
10.9879 
646.9050 



154.1255 



361.4851 



77.4476 



1762.4439 



4011.1269 



46.0409 
2300.8816 
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TABLE 5< 
Timeooin 


C* ADRIAMY 


* 1110 


Atty. Ref. 44921-5090-01-WO/2015485 


GLGC ID 


LDA Score 


Mean Yox * 


SD Tox 


hflean Nontox 


SbNontox . 


2Ri5f 


l Oft 7R9G 


> 5.899S 


» 46.3756 


i 3017.0252 


! 1 982 77^Q 




Qp A ACT) 


' «IOO f\ C A f\ 

128.954C 


» 60.456S 


> 2484.359S 


1 939 ffflv 


i RQC 
1 DO\j 


1 QQ QOOC 

yo.oooc 


O A A T? f~\ A 

241 .586 


165.9362 


! 16287.4406 


QRQ9 fifi^l 


37P.fl 


yo.oooc 


2187.1981 


696.989C 


308.2735 




i DOG 


Q7 0.70/1 


143.6612 


153.4284 


9096.8112 


5251 4-^7^ 




97.0090 


114.9472 


I 27.2867 


-4.6144 


40 7A^ft 




07 CC71 

y^.oo72 


-1.8410 


8.4152 


103.3040 


45 7^5Q 


9190R 


y/ .0U02 


111 .3423 


20.6905 


-8.2238 


44 4R^R 


40 I 1 0 


Q7 CACO 

y/ .ouo2 


275.7943 


51.5085 


131.3923 


55 0440 


ro5q 


Q7 nofi/i 

y / .uoy4 


56.1530 


14.9334 


129.2172 


34 0351 


i RPR 
1 000 


OR 777C 

yo. 1 1 (D 


-356.6447 


90.3239 


51 .4239 


168 R49'-\ 


4Q30 


QR R70R 


606.4752 


64.1424 


358.1455 


95 21 QO 


5507 


OR onco 

yo.zuoo 


480.9383 


116.1597 


1109.3895 


300 QQ33 


177R1 


OR H COO 

yo. 1 000 


748.3425 


80.4399 


452.8424 


1 14 fimn 


1 11379 


OR 0/fon 

yo.u4yy 


90.7225 


34.9830 


263.2703 


RO 0170 




yo.oo2 1 


298.7850 


52.7556 


584.8230 


153 RQ14. 




95.4782 


471.8425 


103.1775 


924.4552 


227 0174 


1 1 01 7 


OC 04 OO 

9o.21 83 


16.6967 


16.2266 


104.8072 


4R R970 


107p.o 


yo.iooo 


345.7198 


67.6483 


191.4259 


56 3170 


17R30 


y4.yUo4 


-7.6949 


5.1508 


49.0813 


42 5Q74. 


1 1794 
l 1 1 /J* 


QA 7CAC 


26.0631 


12.0626 


109.3173 


47 9814 


RQQ7 


QA C/OC 

y4.o42o 


79.2642 


30.2114 


188.0745 


5fi 794ft 


1 1997 


O/l OOvJ-7 

y4.oo47 


832.7849 


40.8394 


1173.5756 


OV#. f ^*tO 

267 157Q 


1 77R9 


QA OQHQ 

y4.^oUo 


*70n ii>T^<\ 

730.4753 


71.4551 


508.3838 


10R 3QQ4 


17990 


y4.Q748 


A*\r\ At J~\ /-V A-\ 

224.2669 


20.5587 


372.5064 


93 437ft 


1 R9QO 


n/l noon 

94.0229 


108.0721 


31.6073 


217.9964 


5ft 430ft 


0*l-*fO 


no 04 on 

yo.9189 


35.5784 


7.9567 


9.0655 


1R 5Q74 


0000 


OO OCCft 

yo.ooo9 


48.2527 


7.5780 


24.8418 


19 4550 


i9ni 1 


no oh c.f\ 

yo.oioO 


489.1382 


31.7598 


655.5020 


104 91 Q7 




93.71 10 


124.8409 


46.0884 


285.5847 


9Q 4405 


131 1ft 


00. cno*! 
yo.ouol 


n/*\ a s\—t 

291.3307 


20,1486 


223.3274 


37 7300 


14957 


QO A El A 4 

yo.4oi 1 


101.8823 


52.7822 


279.1938 


Oft 710ft 


19^ft9 


no oono 

yo.oy92 


-3.6689 


8.4496 


44.9685 


97 391*1 


1 30P.9 


OO OylOO 

y 3.2432 


24.9612 


6.3814 


-9.3904 


9R 1Q71 


1ft^9P. 


OO 4 0«1 O 

yo.i yio 


1 73.4085 


49.5727 


439 3200 


173 9R93 




nO 77FC 

92.7755 


1 66.4303 


85.8937 


432 7807 


1 34 QQOO 


97Q.O 


no tooe? 

92.7235 


99.1453 


22.4863 


55 6580 


44 3^ftR 


T*fOO/ 


no A r\ c 

92.6195 


227.2382 


17.8487 


307.6037 


50 7fim 
\J\J. 1 OO 1 


4U4y 


no c ty~t 

92.5676 


96.1146 


31.5224 


43 6756 


131 41 co 
I O I .*f 1 Oo 


1 y^r h 


no c 0*7/? 

92.5676 


186.0493 


45.7526 


453 9572 


1RQ 


a noon 
1 uyou 


no ca 

92.5156 


93.0461 


14.7709 


39.4755 


35 ftOR4 




no a/\ a 0 

92.4012 


332.6110 


76.8212 


115.7446 


R4 ftfiQO 


9070°. 


no nnno 

92.0998 


232.8163 


27.7875 


315.7514 


54.1323 


Q77^ 

y / / 0 


n A nocA 
91.9854 


328.5683 


66.0503 


179.1884 


43.0925 


1R003 


r\A n/oft 

91 .9439 


302.8644 


33.7938 


207.5909 


56.7946 


3085 


91.8919 


219.8210 


26.6963 


161.9272 


32.8118 


7292 


91.8919 


67.0870 


15.6586 


120.4053 


31.0428 


4716 


91.7775 


218.7680 


^7.3553 


124.6232 


29.1857 


19451 ' 


91 .7360 


99 74ftfil 


61882 


61.4203 


32.6047 


3269 


91.7360 


36.0455 


11.6086 


93.1567 


41.7681 


17644 
23012 


91.5281 
91.5177 


323.3049 
241.8912 


35.6007 
70.0074 


455.3627 
115.5417 


88.8272 
37.4214 
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TABLE 5C: ADRIAMYCIN 
Timepoint(s): 120, 168 hrs 


Atty. Ref. 44921-5090-01-WO/2015485 

. * 


GLGC ID 


LDA Score 


Mean Tox 


SD Tox 


Mean Nontox 


SD Nontox 


14861 


91.4761 


52.0096 


7.7895 


33.9505 


11.2329 


6658 


91 .3202 


82.5245 


17.0202 


134.7365 


31.4251 


5322 


91.3098 


30.7770 


13.0747 


-10.0923 


19.8566 
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TABLE 5D: ADRJAMYCIN 
Timepointfs); 6; 24 W 



^Lbc id iLda Score 
"' 643 | 99.3243 



20082 98.9085 



910 1 98.5967 



17541 1 98.4927 



1169 98.3368 



20506 98.3368 



91 2 1 98^2328 



25705 
1170 



98.1809 
98.1289 



184031 96.3098 



15956 96.25 78 



1503 96.1019 



19238 95.8420 



18654 95.01 04 



24219 94.0748 



1841 93.5551 
634 93.0249 



21975 92.9834 



91 1 92.661 1 



18647 92.61 9fi 



16714 92.4539 



18706 91.943Q 



4325) 91.9335 



hffe an Tox 

216.9566 



Any. ^ef. 4492 l-b0yU-U1-WO/210548f 



165.2679 



SD Toit 

142.7145 



81.2270 



338.5557 



84.6623 



44.8637 
606.8919 



969.4127 
129.9053 



36.6385 



nrtean N ontax 
17.6023 



30.1697 



77.7199 



6.2572 



10.3246 



57.5386 



1700.8952 



90.6138 



103.7368 



110.7431 



72.0700 



416.8151 



106.7482 



177.3847 
7.461 



143.8684 



10.4705 



15.6676 



13.8001 



35.6079 



49.1940 



12.8901 



361.53231^ 117/173* 



259.5442 99 tvoi 



3/.940l| 28.6107 



249.5819 174 404 



30.4504 



6.9013 



415.0758 123 4997 



1497 91 .6840 l^^fg^f 



(33.3989 14 471R 



15150 91.~5^no| 95.3715 



189.921.9 



11865 



91.1123 



35.83161 



15.0073 



90.85,4 j g gga— 



45U4 90.3222 1 304.6935' 



pnofto o n oir^r- i ^. ' I - 1^813 



64.8118 



25.0230 



79.7447 



48.6961 



19.9840 



379.7166 



jsu r dontox 
11.45351 



22.9240 



9.47251 



"44.3402 
12.1453] 
6.1565] 



355.4504 
74.3075 



2752.9468 



_51.1452 



54.6586 



196.2968 



219.3176 



295.3830 



60.8845 



93.8808 



180.7023 



-19.3470 



173.6777 



12.1320 



1163.5138 



28.7876 



2685.9776 



154.5278 



64.6226 



447.8767 



331.3109 



78.0618 



61 .7792 



100.2820 
19.9617 



16.3615 
18.6767] 
48.19841 



64.05441 



84.81181 



27.6218] 
"48.1614J 



79.8230] 
24.29 1 2 1 



54.12031 



5.3544 



504.92331 



11.24871 



946.59331 



39.09941 



19.4464 1 
140.36971 



61.96131 



131.5378 



164.7594 



73.6168 



15884 89.3451 



S00.6086 60314* 



ai l gSgl ^ jg |_j?.Q5a 



201771 88.5135 13R744 



1638 88.3576 110,S31R 



10.3461 



322 88.1809 Sq'Zq?? 



4477 



635 



7927 



15269 



5733 



18655 



17661 



20483 



1396 
17936 



26.4817 



87-8170 2 78.4199 1?fTnZ7v? 



87.7859 



88.2266 1 



7.6636 



H/.6715 296.3984 ~12 T™q 



87.661 1 



87.61957 



30-5929 1fT7l»5 



58.6545 393^ 



.87.5156 277.54171 3 6 7459 ' 

H4P^ 21S7 l Hzzgr™o 



87.1414 



37.61731 
45.0405 



.12.6511 
7.1106 



17.2729 



222.4598 



97.791 1 



724.0523 



68.7152 



383.9391 



42.3135 



153.0325 



951 .9256 



18.7707 



14.4620 



92.7541 



18.09511 
35.2556 



52.96841 
21.2811, 



11.34661 



50.18041 



43.84921 
187.8326 



17.39101 



91.64241 



19.16161 



50.00391 
227.3234 
10.4430 



64.7494 



233.6963 



-0.0338 



156.4812 



5.9998 1 
36.8862 
21.2123 



46.3899 1 



6.7457I 



189.1638 



4036.7914 
20.5672 
28.8256 



62.55681 



1012.8776 
6.2547I 
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TABLES 
Timepoit 
GLGC ID 

2290: 

2555( 
251 0* 
15707 

9084 
20959 
2044€ 
1546C 
20619 
24279 

4235 
15642 

6499 

1498 
25907 
16221 

2881 
18389 
16518 

1298 

8899 
14995 
23340 
18731 
20916 

1760 


0: ADRIAMV 
it(s): 6, 24 hi 
LDA Score 

J 86.8915 
86.829J 
86.746-i 
86.7464 
86.6944 
> 86.6944 
I 86.632C 
» 86.5904 
• 86.5904 
86.580G 
86.4761 
86.4657 
86.0603 
i 85.9667 
85.8940 
85.8628 
85.8524 
85.8004 
85.7484 
85.6549 
85.6445 
85.6029 
85.5925 
85.4886 
85.4782 
85.2807 


! ci?3 r- 

•s 

mean tox 

) 249.5221 
) 218.7412 
^ 173.322£ 
r 19.101C 
r 24.0231 
^ 293.401 £ 
» 149.832C 
105.8124 
8.781 £ 
24.9137 
440.9827 
471.4492 
26.4101 
1828.3416 
34.7316 
389.3234 
248.3743 
214.1060 
1047.5740 
45.8414 
1148.2060 
21.5158 
180.8155 
224.1048 
71.4310 


Atty.Re 

SD Tox 

* 16.670* 
- 65.551 f 
J 24.899J 
> 5.298: 
5.979G 
1 28.9076 
I 70.9074 
11.3399 
» 3.4581 
15.373C 
50.9818 
90.6235 
18.4710 
477.9028 
14.8217 
99.4201 
36.6335 
148.3985 
127.2169 
i 7.7269 
114.5846 
5.3712 
58.3779 
21.9383 
19.9888 


f. 44921-5090-Q/ 

Mean Nontax 

3 198.138' 
3 118.098: 

> 174.362J 
! 45.795£ 
S 42.6019 
i 219.0742 

> 79.5449 

> 103.1174 

22.1526 

-8.8212 
323.9580 
261.8865 

67.7942 
3037.1137 
[ 7.2962 
749.3613 
398.4306 
840.1938 
770.9344 

25 81 1fi 

885.3715 
1 1 .3393 
246.6393 
168.9408 
39.3071 


l-WO/21 05485 

su Nontax 

I 29.6702 
>- 28.0744 
* 91.0804 

> 24.2428 

> 15.6389 
! 62.2940 
» 131.0411 

74.2204 
13.3341 
19.5805 
67.5564 
66.5316 
25.1315 
1026.7384 
10.2408 
303.1582 
92.5954 
467.3910 
277.9102 
£i .44bo 

149.8441 
16.3173 
47.2515 
32.7527 
14.0772 




25290 
25589 
16419 
20461 
11353 
16123 
15281 
25650 
22196 
13358 
17658 
1834 
19864 
363 
882 
17264 
13420 
11454 
21007 
1037 
22411 
200o5 
14718 
10345 
21353 
5689 


85.2703 

85.1871 

85.1767 

85.1351 

85.1247 

85.0104 

84.9688 

84.8233 

84.7609 

84.7089 

84.5530 

84.5530 

84.4387 

84.3451 

84.3347 " 

84.2931 

84.2516 

84.1788 

84.1788 

84.1268 

84.0748 

84.0644 

99.5842 

99.4802 

99.3763 

98.8565 


119.4358 
689.4077 
331.9741 
371.6173 
55.1955 
63.3792 
202.3612 
166.7673 
21.1735 
70.2694 
39.8028 
71.5205 
8.8770 
38.7348 
21.1611 
58.0744 
40.0066 
539.8793 
346.1348 
241.3877 
43.2151 
165.2394 
190.9918 
230.6674 
785.7281 
619.7295 
92.1895 


30.8964 
164.7814 
32.5161 
29.5948 
13.7311 
10.8105 
59.3562 
28.0582 
8.8572 
7.7501 
10.2977 
14.8852 
2.9883 
8.4642 
19.4238 
19.1515 
5.1747 
61.9590 
92.1226 
56.8287 
15.4363 
47.3941 
130.8571 
92.5533 
263.4749 
135.9931 
15.8960 


183.4883 
387.2016 
255.7043 
297.6059 
86.3242 
45.6297 
104.8820 
122.4601 
46.3942 
49.8076 
24.4382 
41.0076 
21.1344 
19.6016 
45.2277 
21.1244 
27.0710 
449.4794 
208.8677 
110.2139 
13.8391 
91.9562 
27.0036 
24.3979 
109.0319 
249.8067 
15.2510 


42.1376 
107.0111 
60.6365 
53.4572 
45.4222 
14.4738 
47.3069 
30.0519 
26.6247 
17.7310 
10.4002 
20.4000 
12.8485 
10.4356 
20.3060 
14.8712 
8.2749 
101.2766 
61.9861 
87.7943 
18.6849 
36.9579 
20.4934 
17.5884 
43.9117 
54.2198 
19.4734 
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TABLE 5D: AORIAMYCIN 
Timepointfe ): 6.24hrs 
|un. w: id | LDA 4>core | Me an T57 
18525 



PCT/US2004/000240 



, Any. Kef. 44y21-5090-01-WO/210548" 
Imean Nontox 




375 



wo 
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TABLE 5D: ADRIAMYCIN Atty. Ret 44921-5090-01-WO/2105485 
Timepoint(s): 6, 24 hrs < + 


uLult ID 


lda Score 


Mean Tox 


SDTox : 


Mean Nontox 


SD Nontox 


15416 


90.5821 


100.5402 


25.4513 


50.1430 


23.0422 


9942 


90.5821 


520.4679 


58.6501 


329.0809 


80.4027 


C7CQ 




40.7626 


12.4545 


15.5272 


11.1309 


9579 


90.2703 


73.0852 


12.2775 


30.0760 


21.5387 


6789 


90.2183 


690.1254 


114.6606 


463.6435 


88.8137 


6686 


90.1663 


202.7423 


35.4602 


335.5334 


59.0684 


18943 


90.1143 


248.4443 


46.8046 


150.0480 


42.4641 


8110 


89.9584 


73.2159 


13.8912 


39.5861 


15.8997 


6974 


89.8649 


439.9621 


60.1488 


672.7254 


169.4559 


15173 


89.8129 


154.5984 


25.7401 


248.0312 


62.7376 
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TABLE 5E: AMPHOTERICIN B 
Timepoint(s) : 6 hrs 
GLGC ID - 



Atty. .Ref. 4492l-5UyU-01-VVO/210548£ 



363 



13683 



21975 



17765 



lpa Score 

98.5522 



6581 



15829 



17255 



17764 



2005 



25098 



21445 



1466 



16173 



24520 



20795 



4541 



1168 



1063 



15888 



16725 



1530 



1808 
23307 



18269 



15037 



18135 



12638 



14927 



4832 



18647 



12364 



20982 



6963 



14997 



17782 



4133 



18316 



21076 



4003 



10888 



16712 



98.3971 



98.3454 



98.2937 



Mean Tox 

95.3786 



113.7606 
394.7340 



98.1386 



97.7766 



97.4147 



97.2596 



11949 



20889 



25470 



11840 



18160 



18315 



23568 



8289 



97.2596 



97.0010 



96.7942 



96.5357 



96.4840 



96.4840 



9254 



22972 



16319 



96.3289 



96.0703 



96.0186 



95.9152 



95.8118 



95.5016 



95.2947 



95.0879 



94.9845 



94.881 



94.881 



94.7260 



94.7260 



94.7260 



94.6743 



94.6225 



2324.0066 



52.0932 



364.9374 



112.8144 



3113.5854 



101.5426 



59.0112 



83.5574 



801.7236 



71.5274 



146.3410 



240.0478 
256.8396 



24.4684 



61 .3382 



545.6914 



26.3318 



134.4930 



260.5106 



105.8904 



186.7768 



88.3486 



205.3204 



52.7372 



86.6624 



622.8410 



94.3123 



94.2606 



94.2089 



94.0538 



94.0021 



93.9504 



93.8469 



93.8469 



93.7435 



93.7435 



93.6401 



93.6401 



93.5884 



93.4850 



93.4333 



93.2782 



93.1748 



93.1231 



93.0714 



299.1670 



88.0436 



128.8742 



284.6574 



SDTox 

8.9412 



8.9316 



25.6138 



Mean Nontox 

44.7195 



196.8831 



177.5669 



2.3469 



112.7083 



25.0925 



275.4642 



20.2833 



12.7713 



22.0419 



180.4109 



1391.8410 



87.0805 



49.3079 



50.9973 



1942.2845 



40.1465 



15.8721 



189.5122 



24.0334 



37.4706 



37.8245 



28.7640 



6.3814 



11.7391 



33.0164 



3.1236 



4.7830 



50.7959 



5.7454 



10.2046 



75.2186 



27.7518 



4.9146 



5.9265 



30.7624 



48.9037 



10.9307 



22.8767 



532.5096 



212.7698 



69.4434 
1812.8340 



21.5556 



26.2041 



5.1155 



7.0420 



126.1870 



67.9489 



156.9270 



72.2890 



270.7052 



47.0104 



446.4512 



145.7756 



99.4078 



1544.5864 



1659.1842 



56.3398 



93.0714 



93.0196 



92.9679 



54.4228 



2.2627 



23.7070 



4.9749 



24.4385 



2.6055 



48.3340 



6.8738 



18.4037 



208.8434 



92.4979 



3.6719 



192.8216 



73.0742 
51.1142 



6.8826 
8.2676 



10.5575 



447.2700 



13.4328 



51.0250 



112.2033 



444.4358 



6.1080 



22.6010 



791.2888 



14.6195 



193.4364 



95.4451 



68.7553 



265.5162 



250.9847 



138.8598 



31.4438 



58.9483 



878.0888 



173.8138 



150.4199 



221.8559 



177.3548 



745.6824 



262.7259 



103.9600 



1337.5132 



122.7885 



105.5632 



52.5194 



378.4982 



32.8307 



289.2922 



113.0224 



67.5322 



2365.1941 



1137.8314 



39.6928 



1.3045 



16.3777 



100.8121 



252.4518 



61.4735 



22.3746 



38.0878 ! 
78.5368 



280.3635} 
18 9598 



69.6881 1 
17.6989 



392.7246 ! 
17.5466 



17.71941 



22.81851 



108.99771 



26.3857 1 
39.2486 



63.61211 



105.52091 



6.53771 



13.93351 



146.01301 



8.6242 



41.99151 



156.35071 



19.94601 
47.3855 
68.1165 



283593] 



13.4629 1 
26.4175 
210.5414 
53.7113 



39.8522 ! 
50.8029 



55.0450! 



155.89381 



45.99861 



20.9691 1 
363.5887 
286879 



36.61641 



31.16271 



64.29541 



10.41411 



81.5171 



50.4424 



17.14821 



472.00231 



341.43281 



10.9466 



37.8497 



48.21051 



15.64941 
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TABLb bt: AMPHOTERICIN B 
Timepoint(s): 6hr4 



gCgcTd" 



\ , A fy f? e f-,44921-b0yy-01-WO/2105485 



LDA Score 



Mean Tox ISO Tox' 



wean Npntox |SD Nonto7 



12365 



24248 



10660 



3474 



3879 



21683 



23310 



16942 



8661 



6782 



15438 



20888 



15887 



25997 



6892 



16524 



162 



14621 



3473 



21523 



11950 



4447 



17083 



22845 



1571 



24113 



101 



13682 



23705 



167 



14981 



20960 



239 



17257 



1638 



6980 



1097 



1311 



20484 



25104 



21654 



25371 



22763 



18068 



13392 



9541 



18333 



4636 



22042 



21740 



92.9162 



426.02047 



17.3942 



92.8645 



92.8128 



290.6726 ! 
44.7288 



24.731 



343.4339 



2.5973 



415.2956 



62.4496 



92.8128 
92.7611 



103.7266T 



412.60481 



10.7389 



20.795 



92.761 



92.761 



92.761 1 



92.7094 



92.7094 



92.7094 



92.6577 



92.3992 



92.3475 



92.2958 



92.1406 



91.9338 



91.9338 



91.9338 



91.8821 



91 .7270 



91.7270 



91.7270 



91 .7270 



91.6753 



91.5719 



91.5719 



91 .5202 



91.5202 



91.4685 



91.4685 



91.4168 



91.4168 
91.3650 



62.06567 



71.74981 



33.4228 



111.55481 



9.5771 



1147.57941 



6.3510 



59.7372 



46.73267 



22.0667 



532.9708I 37.1082 



243.17361 



4.7951 



761.70781 90.3406 



445.43061 32.0721 



35.72801 



2.7572 



109.73481 24.9276 



26.0014T 



72.04361 



0.6163 



133.97827 



6.2772 



110.20481 



5.3673 



7.6062 



84.9384T 



76.9350T 



49.7825 



41.44587 



19.8714 



64.12187 



5.2281 



656.6956T 



2.3053 



10.3788 



220.16887 



31.8484T 



11.2160 



24.48627 



9.3282 



151.1948T 



1.0211 



195.99707 



22.7722 



10.0343 



926.7020I 100.1165 



91.3650 



91.3133 



91.3133 



91.3133 



91.2616 



91.2099 



91.2099 



91.2099 



91.1582 



91.1582 



91.0548 



91.0548 



90.9514 



99.3795 



98.9659 



98.0352 



98.0352 



6611.0257 235.5070 
695.7130 40.8447 
196.8380| 5.6170 



237.83807 
97.1086 



26.6343 



11.0557 



86.78407 



189.85881 



50.1 778T 



16.2914 
26.8178 



2.7926 



6292.01501 199.9022 



346.4496! 



244.62867 



54.9456 



100.78127 
65.3412 



15.9412 



3.4622 



104.67867 



9.0858 



152.45787 



6.5163 



488.12941 



10.2255 



173.1502T 



15.4711 



14.7010 



467.B500I 242.2839 



339.3684| 



456.0868! 



75.1597 



33.4311 
8.5371 



84.7763 



75.0078 



68.1244 



130.0657 



562.5296 



17.6433 



143.341 



105.3201 



49.171 



47.3596 



79.1597 



36.4277 



1474.2555 
12.0085 



28.4913 



240.6343 



386.4038 



69.6966 



237.9922 



89.6160 



492.1469 



63.3389 



735.9139 



133.0403 



21.6537 



265.1712 



68.1920 



9.8626 



24.0262 



36.0660 



42.2120 



6.6033 



169.1670 



23.7190 



151.5009 



37.0095 



190.7646 



31.2498 



36.5774 



64.7551 



22.4024 



18.931 



11.6597 



68.1787 



665.3096 



24.9963 



172.4479 



137.0397 



54.2278 



10.0764 



12.6795 



20.7041 



289.9873 



10.9071 



265.2100 



111.5601 



68.8168 



583.3957 



6602.9446 



174.4638 



521.5618 



2802.3734 



165.2513 



116.5608 



365.0675 



98.8622 



152.8822 



115.5430 



148.3850 



49.9046 



303.5643 



43.1784 



34.6061 



100.0578 



6403.6069 



14.6630 



173.4618 



2308.2101 



204.8756 



89.9549 



93.1960 



76.0734 



40.9351 



36.5943 



83.3030 



12.9578 



201.4157 



14.9982 



403.9521 



39.0008 



228.8726 



109.5222 



131.1787 



46.5199 



100.0167 



276.7652 
42.2011 



56.8828 



61.0272 



87.8126 
20.3576 
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TABLE 5E; AMPHOTERICIN B 
Timepoint(s) : 6 hrs 



PCT/US2004/000240 



GLGCID 

7?702 



5615 



LDA Score 

97.8800 



97.8283 



240891 97.7249 



2729 



18271 



97.6215 



18272 



97.4664 



141171 



97.3113 



2539I 



97.3113 



240811 



97.1562 
97.0527 



14380| 96.9493 



5030I 



2795I 



96.8976 



6640I 



96.6391 



18021 



96.4323 



30031 



96.3806 



13321 



96.2771 



23005I 



96.1220 



130801 



96.0703 



40271 



95.7084 



233901 



95.7084 



19981 



95.6050 



22487 



95.6050 



99761 



95.5533 



234091 



95.4498 



Me an Tox 

341.7226 



106.7826 



637.6374 



217.5804 



SD Tox 

106.4546 



21.8574 



199.6779 



Atty. Jjtef. 4492J-6U9IW1-WO/2105485 

wean No ntox | SD N dntox 

46.9314 
17.6661 



1192.3508 



311.4518 



797.5784 



117.4486 
■62.7924 



504.6868 



82.5804 



298.0746 



28.4467 



147.8088 



36.7572 



46.3252 



21.7002 
31.5162 



7.60121 



8.57401 



305.9566 



236.6206 



246.2542 



228.1560 



175.9890 



85.6216 
48.1146 



470.7924 



76.4118 



44.6356 



115631 



95.2430 



195451 



95.0879 



34451 



95.0879 



191361 



95.0362 



13633 



94.9845 



217131 



94.9328 



222391 



94.881 



140311 



94.7777 



94.7777 



12187| 94.7777 



26621 



226511 



94.7260 



4350 



94.6743 



20631 



94.6743 



222831 



94.5708 



238571 



94.5708 



94.4157 



22801 1 94^157 



12928 94.3640 



16388, 



8539I 



94.2606 



18890[ 



94.1572 



5482 



94.1055 



18891) 



94.0538 



123871 



94.0538 



168[ 



94.0021 



382.7352 



313.2406 



45.15631 



6.63471 



22.69231 



50.49011 
31.2654 



33.89351 



26.0184 



7.9320T 



49.65611 



10.40351 



7.2312] 
36.1940 



265.1508 



299.6418 



60.3296 



296.3566 



481.7274 
557.4628 



29.41521 



85.76121 



25.9007T 



5.04421 



7.50371 



519.4526 



32.1638 



107.6768 



35.5306 



1021.8184 



189.4486 



259.2196 



232.8566 



85.9380 



412.0660 



639.0730 



78.9200 



33.9334 



511.3890 



152.1414 



190.5174 



130291 



94.0021 



93.8987 



1US58 93.8987 



18916 
187961 



93.7435 
93.7435 



137.1570 



3581.2472 



349.4770 



37.81491 



59.86141 



7.84411 
4.9841 



8.7988I 



2.4043I 



82.21831 



40.1721) 



24.32141 



51.74141 



1.33381 



27.0817 



34.3105 



3.6489 



5.6627 



58.1729 



16.7076 



36.4661 



27.5767 



550.8180 
450.5048 
32.7492 



233.5294 
_ 49.3092 
J20.3156 
105.1152 
3.3795 



38.5771 



214.0869 



480.5092 



425.4314 



111.1531 



1161.1975 



97.2781 



152.3810 1 
237.79021 



64.3494 



_20.8249 
90.4001 



390.4853 
42.2192 



168.7500 



224.4091 



_119.3580| 



226.6775 



153.6587 



71 .2325 



429.7260 



95.2413 



15.9478 



93.0816 



330.5827 



39.4215 



20.8012 



643.5721 



662.0116 



116.7885 



186.3541 



105.8003 



16.3994 1 
44.6439 



61.7066 1 
39.9967 



64.27141 



110.62241 



68.92621 



.28. 1747 1 
38.4976 
66.6283 



33.825CH 



10.6784 1 
171.4413 



240.11691 



54.99331 



198.4383 



343.6374 



871 .3903 



468.5614 



17.2851 



56.9413 1 
33.8827^ 
69.3125 



146.55631 



43.0391 



58.1739 



71 8.8303 



454.7927 



180.7968 



116.3481 



86.3077 



581.3531 



870.5713 



54.1389 



71.6343 



834.1214 



261 .6230 



330.1107 



14.4646 
42.0097 



160.0003] 
165.5004 
39.3014 



45.14691 



26.8114 1 
107.7824^ 
154.907A 



72.2882 



2629.7285 



_ 202.0514 
1363.6323 
245.5299 
9.1513 



206.9359 I 
~ 74.9412 
82.28221 



27.09011 



522.315 41 
85.99^ 

875.312 
86.3405] 
22.1154^ 
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TABLE 5E: t 
Timepointfs) 

Glg6(d 

21942 
I 18438 
22218 


AMPHOTERIC 
: 6hrs 
lda Score 

93.7435 
93.7435 
93.6401 


INB 

Mean Tox 

2122.6678 
706.7616 
59.8046 


y 

SDTox 

364.4996 
60.4604 
9.9566 


\tty. Ref. 44921-509 

Mean Nontox 

1379.6582 
471.0373 
114.3250 


3-01 -wo/?i nun* 

su Nontox 

346.2585 
122.2648 
40.0403 



380 



WO 2004/063334 
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4492$ -509U-01 -WO/21 0549.51 
nqean NontoST 




381 



WO 2004/063334 



PCTYUS2004/000240 



[Timepoint(s): 168. 336 h is 
pEGCTD ILUA Score TBI 



r 



15492 



24564 



23142 



18305 



10744 



4243 



20421 



17306 



25399 



16610 



LDA Score 

95.0777 



450 



17731 



451 



21957 



2091 



15116 



6425 



11997 



19319 



17136 
11992 



11405 



7602 



24263 



11352 



16178 



15202 

14957 

17517 
8899 

18569 
21063 
18031 
25120 

1314 
21940 
23854 
17158 
22891 
21108 
11296 
16099 

3910 
25184 

1762 
17176 

1942 
25041 

6158 
22716 " 
2046 " 
4585" 



95.0777 



94.9741 



94.9223 



94.8187 



94.8187 



M ean fox 
198.7870 
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128.0414 



38.8103 
3321.3837 



94.7668 



94.7150 



94.7150 



94.7150 



94.6114 



94.5596 



94.5078 



94.4560 



94.4041 



94.3523 



94.3005 



94.0415 



94.0415 



93.9896 



93.8860 



93.8860 



93.7306 



93.6269 



93.5233 



93.4715 



93.4197 



93.4197 
93.3679 
93.3161 
93.3161 
93.2642 
93.1606 " 
93.1088 " 
93.1088 " 
93.0570 " 
93.0052 " 
93.0052 " 
92.9534 " 
92.9534 
92.9016 
92.9016 
92.9016 
92.8497 
92.8497 
92.7979 
92.7979 
92.7461 
99.01551 
98.91191 
97.9275 
97.8238 ' 



76.7056 



51.3371 



55.9446 



7304.2837 



506.0113 



427.9930 



5628.8407 



167.9773 



33.0951 



SD tox 

14.7025 



14.8501 



15.7196 



543.0109 



11.9271 



7.6677 



Mean Nontox 

318 



2605 



83.3015 



17.5146 



2110.6323 



179.7331 



5.164 



1238.4613 



135.7842 



57.2292 



997.6780 



172.8843 



69.7076 



50.5716 



102.3871 



414.8107 



65.5060 



98.7824 



141.6666 



24.2283 



3.7148 



14.1950 



13.0813 



5.5540 



19.7933 



87.2466 



4.3582 



28.9459 



367.7629 



0.6497 



195.3599 



208.3697 



1737.1439 



42.6359 



19.0249 



2.4888 



42.0093 



12.9179 



21.5531 



21.0391 



61.9469 
177.5686 
607.7543 
639.0183 " 
80.9499 ' 
211.9716 " 
39.7119 " 
444.5903 " 
63.2817 " 
1073.0710 " 
434.7516 
93.1706 " 
4.3739 
22.9944 
324.4046 
94.1221 
6.6997 
48.8919 
4333.4994 
4.4739 
79.9310 
148.6926 
36.5181 
47.7550 
2159.8191 



249.5668 



12.0382 
26.8054 
71.705 
226.0855 
13.0064 
31.3364 
10.6457 
54.8862 
8.9608 
186.4309 
56.7880 
5.2413 
4.9960 
8.0878 
32.7306 
12.6656 
8.9605 
10.4947 
629.4033 " 
4.1363 " 
17.4453 " 
39.9027 
8.5602I 
10.7271 " 
200.3457" 



93.8936 



86.7888 



4648.0647 



216.0530 



756.9338 



3736.9132 



86.0909 



65.2515 



243.8138 



127.3824 



82.9210 



171.8848 



678.7777 



93.1397 



523.0232 



254.9445 



44.7777 



527.9297 



46.8636 



302.1285 



295.5385 



1014.0869 
110.9589 
285.1725 
890.1090 
1610.4958 
139.6931 
388.4117 
78.4173 
660.5187 
115.0101 
708.7255 
746.7869 
112.8740 
26.9621 
47.6528 
430.8522 " 
145.7204 " 
37.3945 " 
61.6225 " 
2685.8048 " 
45.8718 " 
154.7853 " 
709.5511 
173.9637 
138.1307 
1318.4097' 



1089.5899 



369.9840I 



354.9850I 



609.7234 



118.3773 
32.7113 
172.2717 
209.7555 
28.6200 
13.4671 
13.3005 
62.0822 
35.2619 
16.6925 
74.3424 
801.1528 
33.3684 
45.167p | 
245.485; 
67.4242! 
44.9137 
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TABLE 5F: Bl 



Timepointfs): 168, 336 h rs 
GLGC ID ,>A s ■-■ 



Atty. Ref. 44921-5090fp1-WO/2105485 



LDA Score 



Mean Tox 



SD Tox 



Mean Nontox 



SD Nontox 



18915 



6984 



9412 



18151 



26213 



6154 



5111 



18125 



19783 



6157 



22387 



18854 



97.8238 



656.9087 



97.8238 



97.7202 



398.7401 



500.2131 



97.4611 



169.6379 



97.3057 



559.5641 



96.9948 



1580.0974 



96.9948 



319.6549 



96.9948 



136.3579 



96.9948 



96.8912 



189.1237 
989.0276 



96.8912 



96.7358 



96.5803 



842.2940 



1315.2459 



71.1124 



60.8892 



376.9953 



70.5634 



954.6520 



65.2292 



216.7627 



42.7022 



46.2183 



76.8065 



329.0736 



522.2003 



207.7988 



577.7325 



1576.8974 



16.9041 



365.5307 



21.4034 



301.4020 



159.3433 



210.1032 



599.8644 



2306.7073 



88.4913 



18.6730 



912.7375 



192.2503 



93.6401 



267.1831 



79.0802 



51.4983 



68.4657 



256.1040 



653.0310 



127.5558 



62.3747 



106.5752 



831.1001 



160.7472 
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1 1 ABLE su: Bi~Core Tox Markers" 
Timepoint( s): ies. 336 
~ Lr "~ ~~ 



5ES C id 
25632 



15571 



22385 



ua score |Mean Tox 

ay.3264| 332.5001 



H9.3264 344.0104 



15269 



16427 



6153 



16426 



15569 



15570 



15438 



15572 



17739 



99.2746 



26.5514 



a9.1192 143.8120 



98.9119 293.9709 



PCT/US2004/000240 

Atty. Ref, '44y_i -5090-Q1-WO/210548 
liwean Kiontox 



SD Tox 

83.9413 



78.5418| 1439.4661 



7.3273 



5.7662I 



150.1247 



234.9980 



98.9119| 150.6609 



98.8601 445.4 373 



98.8601 



79.5913 



76.0378! 1283 .4883 



30.1435 



624.8155 

127.94311 1680 7979 



— — t_ - 23.8286I 453 58Q1 

U S "H m si S 



w iM ontox" 

453.88141 



471.6357 
70.4763 



46.12451 



347.51471 



220.25391 



492.37711 



98.7047 



4130 



18018 



20482 



— - Z8.9/79 17.442 7 

98.6528! 258.6041 "46^555 



239.1726 



U8.6528 15^43031 gilsfifif 



1039.6946 



98.4974 



61.2480 21.2773 



103.6351 



98.3938I 570.0360] frfsfl 

_98. 2383| aib.5336l 74^91fil 868.8061 



4467 



2413 



17063 



18541 



25702 



15409 



14989 



16420 



8137 



6451 



JjjjjjLZ SPie C 25.8964 Hf ggj 
9A9793 190.2210 7^5^- —^° 039 



^ .B756 1357 . / 0. J ^.J iSS g 



■jTSSa 11^6891307,4580 



4468 



17064 



25354 



5049 



26030 



16938 



17687 



12639 



11115 



jZjggg] Iljgg7l 1 1 ,3390l 161 7444 



97.82381 87.61011 2 578^ 
97.7202 130.5931 ~54~88nT 



262.8633 



97.7202 



20.4040 



4.4352I 



44.3384 



■ fg6lT~^ 409 | 52b.2/92| ^j S j 



47.67301 



4.37071 



25691 



19244 



15884 



16918 



16953 



15408 



10498 



20812 



15876 



18606 



25671 



1861 



4259 



16780 



20807 



17066 



20844 



25716 



97.4093 



72.2707 



15.05011 



97.2539 



97.2539 



97.2021 



422.5439 22.920ft 



723.9240 



3U50.6176 559.0742 16fi9 ia9K 



2207.6737 341 .0509 1297.4032 



97.2021 



97.2021 



97.0984 



97.0466 



96.9430 



96.9430 



96.9430 



96.8912 



96.8912 



96.8912 



96.8912 



96.8394 



525.5060 96.431 2 2R4 «1 pla 



I ______ i — V^tiU | 

2408.9bfa9 31 1 .081 0 1 379 nfi»7 



2893.6953 
2416.0907 



338.0681 



1737.4178 



1476.4840 266.8140 
324.94191 1 04.281 n 



321.7240 1512 .9384 



819.8315 



107.2333 



3389.4430 364.8138 2174.7458 



1S89.8659 190.8676 109*370? 



132.2681 



14.2080 



2241.1979 298 0B5Q 



70.4168 



215.0906 53.7Q«n 



2864.5389 435.107.5 



2028.4791 531 RAA7 



1305.3610 



99.7993 
1576.0314 



800.4289 



205.6038 ! 
61.9151 



421.1834 1 
45.2012 



73.8824 ! 
131.1932 



881 .6389! 



273.10921 



103.04371 



24.27421 



296.48141 



124.59181 



158.93711 



156.31891 



49.30701 



67.13261 
46.7828 
84.0179 



18.64131 



14.51371 



168.46971 
311.6302 
347.7134 



19.28581 



272.34931 



189.4342 1 
295.1347 



187.24251 



378.1626 1 
254.3387 
76.4260 



260.9108 1 
310.0129 
235.4590| 



169.2263 1 
60 3073 



408.73711 



173.3154 1 
19.8154 



31.23931 



350.96171 
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TABLE 5G: BJ-Core Tox Markers" 
Tfmepoint(s): 168/336 hrss 



<3LGC ID 

600 



4843 



10109 



22386 



23250 



17204 



18542 



17688 



25647 



20617 



20925 



24264 



25563 



22731 



25679 



17712 



815 



17203 



18107 



7148 



9501 



18573 



Lb A score 
96.8394 



96.7876 



96.7876 



96.7358 



96.6839 



96.6321 



96.6321 



96.5285 



96.5285 



96.5285 



n/ie an Tox 

213.4506 



291.0541 



2069.1210 



80.5583 



183.6347 



6358.7441 



Atty. Ref. 44921 -5090^)1 -WO/21 05485) 
Kfiean Rontox 



SbTox 

13.3187 



19.8623 



324.8451 



28.6494 



12.5762 



3140.0374 



104.5840 



650.2900 



96.4767 



96.4767 



96.4767 



96.4249 



96.4249 



96.4249 



96.3731 



96.2176 



96.1658 



96.1658 



96.1140 



17507 



1324 



4235 



17729 



15622 



17305 



10878 



961 



20745 



23709 



11116 



16204 



2697 



15462 



18054 



18686 



14504 



20630 



16613 



19222 



17301 



19768 



21672 



20810 



5050 



18539 



6158 



6155 



22716 
16909 



96.1140 



96.1140 



96.0622 



96.0622 



95.9585 



95.9585 



95.9067 



95.9067 



95.8031 



95.8031 



95.5959 



95.5959 



95.5440 



95.5440 



95.4922 



95.4922 



95.4922 



95.4922 



95.3886 



95.2850 



95.2850 
95.2332 



95.2332 



95.2332 



95.2332 



99.0155 



637.2713 



2342.9944 



104.7866 



290.8960 



346.8796 



2129.1789 



1109.7723 



2569.5176 



4186.3824 



702.3460 



200.7584 



184.4760 



945.0776 



530.3402 



4.9652 



186.4918 



207.0703 



432.2362 



21.8573 



328.3785 



433.1671 



1261.4348 



347.3349 



249.1065 



3624.5860 



gb Nontox" 

62.6328] 
72.7306^ 
218.7584 



1708.6288 



153.8945 



245.2281 



247.7263 



1295.9411 



20.1097 



16.1784 



260.7942 



225.9280 



451.4426 



509.2853 



1410.0568 



1^?922 ^ 1728.1 144 



392.7349 



491.1366 



107.3752 



19.5780 



240.8931 



231.2563 



330.9949 



201.4274 



1997.6343 



70.8847 



7999.9451 



2431.5641 



198.4494 



238.6544 



800.6951 



183.2179 



22.5023 



12.9388 
37.7161 



70.2060 



20.5710 



242.8843 



1481.5505 



2494.9794 



412.5137 



307.261 



118.2863 



340.8501 



440.2135 



605.9855 



326.0595 



27.2907 



1186.2557 



292.1642 



29.5912 



25.7200 



103.7246 



1805.7873 



3434.9464 



35.9110 



65.8467 



1443.8354 



281.8043 



726.8354 



39.2830 
743.1596 



210.4029 



565.7791 



22.4486 



167.8985 



560.8371 



6.6465 



8.7215 



186.2988 



46.7470 



195.8009 



12.2343 



63.3540 



40.2492 



216.01001 



47.6790 



29.2689 



3040.8551] 331.0841 



272.56441 



282.99241 



48.9227 



98.9119 



98.9119 
98.9119 



148.69261 



41 .5679 



39.9027 



839.7963! 183.1871 
36.51811 8.5602 



497.32201 



47.7755 



1321.3071 



222.8664 



4595.7351 



1628.2188 



108.3837 



358.9398 



1254.5985 



36.4703 



1271.9758 



2244.3433 



75.7932 



126.5834 



905.4019 



529.6716 



344.2470 



95.9704 



1114.0604 



503.6307 



797.6082 



375.5837 
2016.2404 



517.4997 



560.5237 



709.551' 



2774.3626 



173.9637 



280.6717 



170.16271 



35.03131 



854.35941 



425.3914 1 
29.2358 



126.68461 



121.29021 



323.28221 



54.9011 



96.7035 ! 
93.2138 



268.2938I 



289.99411 



341.74631 



708.94061 



101.44331 



61.5694 1 
22.9688 
59.9261 



233.0538I 



116.16731 
67.8226 



222.1143^ 



74.569m 



1347.78411 



275.3474^ 



57.271CH 



58.082m 



283.86601 



57.416m 



199.9240^ 
399.1160 
21.5556 
31.3531 



225.7265^ 



116.9673 



142.661& 



27.5393 



186.09911 



155.1346 



121.6587 



81.6117 



403.9704 



119.5573 



195.9350 



245.4852 



698.1220 



67.4242 



73.6400 
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Itable SH: clenbuterol 
I ntne potntfs): 24 Krs 



15867 



23651 



21000 



24859 



16696 



17215 



23868 



15191 



12580 



20589 



1523 



19549 



16918 



22321 



11997 



574 



25802 



15640 



15641 



18122 



20983 
19040 



17383 



LDA Score 

99.1736 



98.8120 



98.3988 



97.9855 



97.7273 



97.6756 



97.6756 



97.5723 



97.5207 



97.4690 



97.2624 



97.2107 



97.1591 



97.1074 



97.1074 



96.8492 



96.7975 



96.7459 



96.6426 



96.4876 



96.4360 



96.3843 



9124 



4222 
24886 



14360 
18798 



8212 
762 



21950 



22739 



3465 



1991 



90 



4544 



17448 



18881 



25458 



19341 



24885 



15201 



16847 



20462 



20933 



11849 



7854 



96.3843 



96.3326 



96.1777 



96.1260 



96.0744 



96.0744 



95.9194 
95.7645 



95.7645 



95.6612 



95.5579 



95.5062 



95.4029 



Wean tox 

401.2945 



194.9143 



10.9638 



102.9063 



197.2963 



86.5150 



67.3360 



517.4620 



33.8560 



490.8580 



149.7348 



5.7080 



2852.3920 



391.6135 



460.1595 



972.5473 
954.9178 



287.6770 



379.4980 



81.8923 



332.2185 



413.5660 



88.0838 



336.2755 



1250.4435 



2331 .6990 



36.1613 



95.4560 



614.5205 
152.8628 



Atty. Ref. 449*1 -5090-01 T WO/2105485| 
tviean Nontax 



SD fox 

167.6115 



58.0033 



0.2819 



22.0298 



8.1224 



6.6657 



8.0151 



128.7504 



1.6003 



164.2942 



3.2732 



2.5474 



322.0410 



39.1905 



17.7043 



57.9899 



117.8821 



20.3299 



27.4243 



21.0338 



11.0218 



26.6772 



27.3070 



42.6549 



53.0154 



152.3483 



38.0902 



43.9816 



22.8672 



22.8379 



302.8795 
168.1356 



218.8534 



160.6078! 



19.9926] 
19.8724 
59.3996 



43.5737! 



183.9005 



19.5502 



148.3860 



212.0033 



42.7500 



1657.2857 



173.4379 



677.7722 
604.4586 



599.8418 



141.2940 



173.5264 



18.9802 



478.6360 



254.2652 



10.2342 



213.0618 



980.8498 



0.5510 



5.1882 



561.8000 



268.0643 



58.9048 



224.6573 



95.3512 



95.3512 



95.3512 



95.2996 



95.2479 



95.1963 



95.1963 



95.1446 



95.1446 



95.0930 



95.0930 



243 
16330 



19190 



17105 



14247 



95.0413 



94.9897 
94.9897 



107.5228 



107.7215 



13.5571 
1.6805 



19.6699 



10.2046 



9.0152 



17.4598 



3.0356 



-9.6045 



6.2954 



31.2700 



2.7934 



110.9095 



43.4835 



1835.8660 



3447.9930 



1621.7053 



1536.0618 



140.2160 



1348.1815 



34.1235 
913.7335 



2.8162 



33.1610 



1.7363 



223.0581 



1651.3200 



44.3514 



138.5010 



494.4720 
139.5041 



231.60841 



563.83961 



9.47371 



88.28751 



52.0601] 
22.3031 
390.3238 



96.5339! 



123.63601 



158.03021 



153.60541 



86.47821 



40.6070] 
109.8306 



77.2862I 



30.9053 ! 
41.8746 



131.69581 



275.63521 



21.34311 



28.22511 



768.0125 



360.3747 



111.0300 



136.2908 



86.4029 



178.6031 



21.3649 



18.6383 



41.1543 



66.3774 



458.2868 



248.3307 



362.5987 



5.3279 
101.5179 



1.8506 



t33.1663 



94.9380 



94.9380 



94.9380 



20 8.1708 1 4.2219 

801.4863] 75.5SP7 



1171.0566 



2274.6547 



1115.3956 



131.8211 1 
37.1730 



138.79781 



61.77181 
28.1320 
59.3718 
43.9802 



50.18771 



22.56311 



67.02741 



21.96071 



257.63471 



448.0018 



1030.1922 



183.7717 



940.8007 



26.2060 



620.8041 



2202.6573 
28.7498 



,1 93.9224 
0.7245 



172.8530 



189.98221 



185.55711 



499.29901 



195.99381 
24 5871 



113.08451 



497.5050 



1532.7357 



25.4779 



33.5156 ! 
140.9583 



345.1211 1 
13.2337 
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TABLE 5H: CLENBUTEROL 
Timepoint(s): 24 hrs 
ULGClD I LI 



16434 



20896 



17214 



16215 



15440 



23340 



202 



815 



16852 



-P A Score 
94.8864 



94.8864 



94.8864 



94.8347 



94.8347 



94.8347 



Me an Tox 

379.5328 



72.1373 



63.4888 



PCT/US2004/000240 

Atty. Ref. 4492-!-5Uy^01-yvO/21 05485 

su Nontox 



SDYox 

21.2458 



6.2647 



316.8333 



24.4390 



94.7831 



15135 



23869 



15840 



17807 



21917 



20417 



15106 



19393 



18305 



20614 



19148 



20812 



11387 



21663 



4407 



16553 



17563 



17104 



15136 



5667 



12700 



7163 



24536 



8097 



16552 



16220 



23781 



17100 



13568 



14970 



583 



19372 



546 



21027 



20427 



1488 



3446 



15875 



10185 



22744 



94.7314 



94.7314 



94.6798 



94.6798 



94.6798 



94.6798 



94.6281 



94.6281 



94.5764 



94.5248 



94.5248 



94.4731 



94.4731 



94.4215 



94.4215 



94.3698 



94.3182 



94.2149 



94.1632 



317.6923 



28.1825 



2351.3360 



202.9568 



1485.1895 



6.7505 



15.1773 



3050.4535 



86.9305 



171.0010 



3986.4233 



392.8538 



3108.5365 



33.2960 



162.5390 



7.5354 



41.2945 



0.5360 



Mean Nontox 

567.2230 



118.7357 



106.4495 



10.8281 



1.2809 



212.9282 



30.9137 



245.6657 



351.2531 



4.4363 



200.7632 



3.2502 



4.6253 



95.1550 



4.6467 



5.7342 



554.1719 



28.4966 



254.2765 



0.8997 



2524.2418 



24.3165 



535.2730 



44.3680 



138.8333 



94.1116 



94.1116 



94.0599 



94.0599 



94.0083 



94.0083 



94.0083 



93.9566 



93.8533 



93.8533 



93.8533 



93.8533 



93.8017 



93.8017 



93.7500 



93.7500 



93.7500 



93.6983 



93.5950 



93.5950 



93.5434 



93.5434 



23173 



18909 



3250 



99.2252 



98.9669 



98.7603 



98.7603 



2528.9760 



888.3135 



1550.7555 



1565.0848 



15.2875 



308.1465 



1336.5868 



725.6370 



71.9468 



3225.4738 



12.0865 



310.7088 



8.4346 



120.9507 



4.4238 



7.2284 



243.6174 



96.7579 



126.5704 



155.3555 



1.2689 



6.2251 



76.3393 



40.6999 



63.4873 



1816.9928 



75.5443 



41.7940 



87.3378 



182.6410 



137.4413 



97.0588 



1679.2218 



102.2283 



19.6823 



2132.7075 



10.2845 



26.3855 



3285.0910 



937.3875 



932.5275 



10.6071 



485.8578 



5.8225 



108.1590 



6.1284 



4.8105 



18.3387 



60.6879 



19.6260 



7.6188 



278.6166 



1.1813 



2.4857 



125.5746 



14.2827 



0.9038 



42.2180 



1485.8238 



255.8691 



995.1288 



42.9405 



37.7956 



119.8399 



34.0297 



25.1572 



44.6649 



9.3853 



47.6778 



14.8548 



349.8904 



49.6336 



219.0055 



61.7863 



2477.4667 
137.4482 



236.4262 



2605.0488 



276.7454 



2115.2642 



17.2533 



241.5954 



1742.5280 



60.1168 



381.9249 



77.2069 



89.3026 



1831.8476 



619.6440 



1071.5638 



1149.7767 



26.5546 



370.5876 



998.3660 



490.8906 



39.0058 



1864.4315 



39.6359 



1309.9654 



113.8145 



80.6715 



171.2200 



72.6182 



230.4553 



154.9087 



1200.9108 



98.9079 



35.2313 



1566.0871 



31.2524 



12.3562 



409.9463 



40.1744 



62.6471 



527.2574 



55.0084 



466.0092 



215.0029 



48.0514 



321.4198 



18.5151 



189.0689 



21.9306 



43.4774 



310.8510 



131.6469 



272.9769 



190.5336 



20.7245 



101.8306 



188.7130 



133.8125 



18.9272 



643.9048 



17.0077 



296.8518 



27.0108 



20.5675 



61.4637 



72.3788 



50.8993 



44.8005 



217.2295 



21.2632 



11.3942 



298.0037 



237.6414 



51.1807 



75.0879 



56.3983 



1561.3912 



1658.6110 



436.9967 



10.4128 



16.8105 



460.0075 



377.4156 
155.0918 
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IMDLt on. 
i imepoiniv' 


CLENBUTEROL > 
s)V 24 firs 


Atty..Ref. 44921 -5.090-01-WO/21 05485 


GLGC ID 


lda score , 


[Mean Tox 


SD TOX 


wieanvNpntox 


so Nontox 


10269 


98.6054 


2964.3253 


73.6783 


1983.5484 


405.8705 


1o917 


98.6054 


796.6000 


92.3903 


1493.2819 


318.9380 


16394 


98.4504 


1993.7018 


204.4622 


777.8052 


287.2109 


5228 


98.3988 


264.5018 


87.2998 


16.9613 


42.9061 


9150 


98.3988 


425.9990 


11.6271 


625.5024 


106.3371 


13826 


98.3471 


959.6915 


29.5016 


1391.9748 


237.8672 


4049 


98.3471 


232.0925 


71.2955 


43.4387 


130.5291 


19195 


98.2955 


2867.3528 


237.4438 


1646.6852 


385.3403 


23521 


98.2438 


15.8948 


10.1974 


85.5762 


34.5074 


A f\ A n 

4048 


98.2438 


112.3103 


34.8237 


18.8858 


77.2543 


A A O A O 

14342 


98.1921 


169.8480 


19.1182 


82.8344 


27.6432 


19191 


98.1921 


1912.4983 


226.5763 


912.4426 


269.2696 


21465 


98.1405 


398.0138 


5.2214 


282.1062 


96.4138 


19424 


98.0888 


22852.8073 


1223.8235 


10347.0804 


4848.3980 


21 195 


97.9855 


85.3645 


2.0547 


136.0304 


39.9561 


21509 


97.9855 


851.4765 


[ 90.0193 


444.9262 


134.9011 


13070 


97.8822 


20.3425 


6.5792 


92.7588 


36.1270 


19456 


97.7789 


53.7898 


13.3891 


3.0805 


36.1093 


A A A O A 

14431 


97.6240 


-11.4243 


13.8465 


45.8984 


18.3298 


18507 


97.5723 


890.7598 


54.0094 


510.0488 


133.8710 


894 


97.5723 


488.7110 


71.4370 


212.9295 


78.5750 


rr a oo 

5132 


97.5723 


753.3963 


27.3536 


1123.9945 


230.3786 


15476 


97.5723 


534.1638 


108.0037 


302.1699 


75.7980 


6766 


97.5207 


442.2773 


30.2284 


190.8744 


119.2936 


14327 


97.5207 


92.8413 


18.2257 


-22.9178 


40.5514 


H OOC7 

13267 


97.3140 


33.1610 


4.2081 


\ 90.1076 


35.5488 


3132 


97.3140 


423.2630 


66.3606 


207.8763 


67.9326 


one 

895 


97.2107 


190.0450 


68.7690 


60.1332 


32.1107 


15615 


97.1591 


3745.5935 


141.6091 


2517.3568 


580.3879 


13831 


97.1074 


66.2998 


1.5392 


65.2944 


48.3849 


3982 


97.0558 


99.4585 


33.3773 


267.5928 


71.6883 


20953 


97.0558 


541 .4905 


37.0747 


839.0732 


146.8665 


16916 


97.0041 


436.7440 


92.2636 


892.1272 


212.8023 


A r\A 

19162 


97.0041 


4861.1903 


641.2854 


2851.0457 


564.9066 


13093 


97.0041 


753.5148 


47.9504 


1161.0444 


236.7827 


14642 


96.9525 


488.6555 


82.0127 


189.7023 


97.4228 


24209 


96.9008 


100.0273 


24.0329 


3.0026 


41 .9427 


20042 


96.9008 


983.4830' 


271.6577 


438.3391 


252.0171 


•rft A A 

7844 


96.9008 


50.6993 


11.6162 


147.1081 


55.0968 


15315 


96.7459 


4371.5658 


256.4395 


2784.8724 


703.2430 


10919 


96.7459 


2680.9605 


730.9256 


842.5857 


660.8402 


22183 


96.7459 


3676.6128 


291.7861 


2288.9363 


582.5234 


4834 


96.7459 


96.4443 


2.4637 


49.5111 


45.2846 


17529 


96.6942 


47.9468 


3.0703 


91.7341 


28.0182 


19359 


96.6942 


3751 .8920 


348.1457 


1991.9891 


550.4905 


21761 


96.6942 


239.5320 


14.7073 


398.1517 


99.5533 


15942 


96.6426 


187.9785 


17.0105 


335.3510 


75.9353 


15107 


96.5909 


13902.3560 


4S64.6238 


5563.0289 


2417.1411 


11598 


96.5393 


39 R070 


32.3996 


191.2678 


68.0074 


22318 


96.4876 


81.2843 


29.3126 


222.9738 


79.4138 


12999 


96.4360 


438.6615 


39.1895 


337.9044 


309.5522 


10820 


96.4360 


3053.7868 


269.0123 


1868.3510 


470.1964 
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TABLE 5H: CLENBUTEROL 
Timep otnt(s): 24 hrs { 



GLGC 10 



Atty. Ref. 44921-5Q90-Q1-WO/2105485 



DA Score 



Mean Tox 



SDTox' 



Mean Nontox |sp lOontox" 



24521 



22030 



3755 



21189 



8728 



4893 



893 



14929 



22914 



896 



96.4360 



9943.4675 



96.3326 



22085.9835 



1630.5121 



96.3326 



2981.2204 



46.9560 



96.2810 



1111.8165 



17.4174 



96.2810 



77.5193 



148.7927 



96.2810 



25.3940 



13.7142 



96.2810 



44.0374 



378.1673 



96.2293 



944.6818 



73.8535 



96.2293 
96.1777 



1737.1080] 
49.6703 



123.9670 



63.7535 
13.3825 



5462.1901 



11062.6238 



122.4291 



734.5168 



132.7466 



18.0604 



182.9926 



573.7854 



2437.6827 
7.9432 



1452.6442 



4208.6729 



39.8654 



132.8529 



23.6850 



11.8525 



66.3423 



134.7102 



483.1667 
16.0018 
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I.ABLE 51: Clenbuterol~C6re Tox Markers 
Timepoint(s): 24 h re 



PCT/US2004/000240 



GLGC ID 



1809 



LDA Score 

99.5868 



Atry. Ref v 44y*l -5090-01 -WO/201 5485 



Mea n Tox 

378.3500 



401.2945 



SD Tox 

90.6707 



167.6115 



Mean Nontax 

25.8207 



972.54 73 57.9899 

954.9178 117.882? 

287.6770 20.3299 

379.4980 27.4243 

1148.7220 124.6063 

81.8923 21.0338 

332.2185 11.0218 

_ 413.5660 26.6772 , 

88.0838 27.3070 

336.2755 42.6549" 

1250.4435 53.0154 

2331.6990 152 34B3 



561.8000 m fiRQQ 



38.0902 



164.2942 ~~l4gaafin 



677.7722 123.636"o 

604.4586 158.0302 

599.8418 153.6054 

141.2940 60.3599 . 

173.5264 86.4782 

622.3568 364.0063 

18.9802 40.6070 

478.6360 109.8306 

254.2652 77.2862 , 

10.2342 30.9053 

213.0618 41.8746 

980.8498 131.6958 

1651.3200 275.6352 

44.3514 21.3431 

138.5010 28.225? , 

494.4720 131.821? 

139.5041 37.1730 

768.0125 138 7Q 7« 



224.6573 174gQ « 
257.6383 25.4S 1?" 



159.8238 45 0087" 
86.4029 43.9B 0? 



110.9095 33.1610 

43.4835 1 7^ 

1835.8660 223.058? 

3447.9930 4fi» 9ftfta 

1S21.7053 ~24ftg 5n7 

1536.0618 3fi9_SQ«7 

140.2160 _S 397d 

1348.18151 ~TnT~5T 70 



41.1543 67.0274" 

66.3774 21.960 7 

1171.05661 257.R 3Z7 

2274.6547 44ftjj ivm 

1115.3956 189.9822 

1030.1922 185.5571 

183.7717 499.2990 

940.8007 1 195.9938 
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7854 



LDA S core 

95.0413 



243 



16330 



19190 



17105 



14247 



16434 



20896 



17214 



16215 



15440 



23340 



202 



815 



16852 



15135 



23869 



15840 



17807 



21917 



20417 



15106 



19393 



18305 



20614 



19148 



20812 



11387 



21663 



4407 



16553 



17563 



17104 



20872 



15136 



5667 



12700 



7163 



24536 



8097 



16552 



16220 



23781 



17100 



13568 



14970 



583 



22744 



95.0413 



94.9897 



94.9897 



94.9380 



94.9380 



94.9380 



94.8864 



94.8864 



94.8864 



Mea nTox |SD Tox 

108.5698 1 6.5557 



34.12351 



1.8506 



913.7335 133.1663 



208.1708 



4.2219 

001.4863 75.5577 



2202.6573 193.0 994 



28.7498 I 



0.7245 



379.5328 21.24 S6 



72.13731 



94.8347 



94.8347 



94.8347 



94.7831 



94.7314 



94.7314 



63.4888 1 



6.2647 



7.5354 



316.8333 41.2 94S 



24.4390 1 



0.5360 



317.6923 10.8281 



28.18251 



1.2809 



94.6798 



94.6798 



94.6798 



94.6798 



94.6281 



94.6281 



94.5764 



2351.3360 351.2531 
202 .9568 1 4^363 



1485.18951 200 7639 



6.75051 



15.17731 



3.2502 



4.6253 



3050.4535 95.1 Sfin 



86.9305 



171.00101 



4.6467 



Mean Nontox 

161.7956 



26.2060 



620.8041 



172.8530 



497.5050 



1532.7357 



25.4779 



567.2230 



118.7357 



106.4495 



212.9282 



30.9137 



245.6657 



42.2180 



1485.8238 



255.8691 



24.5871 1 



113.0845 1 
33.51561 



140.9583) 
345.1211 
13.2337 



119.83991 



34.02971 



44.66491 



9.38531 



47.67781 



14.85481 
349.8904 
49.6336 



995.1288 21900 66 



42.9405 



37.7956! 



61.7863 1 
12.3562 



94.5248 



94.5248 



94.4731 



94.4731 



94.4215 



94.4215 



94.3698 



94.3182 
94.2149 



94.1632 



94.1116 
94.1116 



94.1116 



.3986.4233 1 
392.8538 



5.7342 



554.1719 



28.4966 



3108.5365 254j 765 



33.2960! 



0.8997 



162.5390 12 0 666 



2524.2418 310 7n »« 



24.3165 



8.4346 



535.2730| 120fls n7 
44.3680 



138.83331 



4.4238 



7.2284 



2528.9760 243 6174 



94.0599 



94.0599 
94.0083 



94.0083 



94.0083 



888.3135 
1900.1203 



96.7579 
134.8184 



1550.7555 126.67Q4 



1565.0848 155 3666 



15.2875 
308.1465 



1.2689 
6.2251 



93.9566 



93.8533 



93.8533 



93.8533 



93.8533 



93.8017 



93.801^ 



23173 



23015 
'9909 



99.2252 



1336.5868 7p 393 



/25.6370 40.6 090 



71.9468 10.6071 



3225.4738 



63.4873 



1816.9928 



75.5443 



41.7940 



87.3378 



98.9669 



98.7603 



26 3855 



3285.0910 



133.8138 
937.3875 



485.8578 



2477.4667 409.9463 
137.4 4821 40.17441 



236.4262 62.6471 



2605.0488 



276.74541 



527.2574 1 
55.00841 



2115.2642 466o no9 



17.2533 



241.5954! 



215.0029 1 
48.0514 



1742.5280| 321.4198 
18.51511 



60?lT68T 



381.9249| 189.0689 
21.9306 1 
43.4774 



77.2069 



89.3026 



1831.8476 310 661 ri 



619.6440 
1375.7230 



131.64691 
300.83591 



1071 .5638 272.9 760 



1149.7767 1905336 



26.5546 
370.5876 



20.7245 
101.83061 



998.3660 1867130 



5.8225 



108.1590 



6.1284 



4.8105 



18.3387 



0 9038 



490.8906 133.8125 
39.0 058! 18.9272 



1864.4315 643.9048 
39.6359 17.0077 1 
1309.9654 296^ 518 



113.8145 27.0 1 na 



80^67^120,56751 



171.2200 61 4 637 



237.6414 



5.4560 
51.1807 



56.3983 16.8i a6 



1561.3912 460.0075 



77.9200 
1658.6110 



22.1910 1 
377.41561 
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TABLE 51:^ Clenbuteroi-Core Tox Markers" 
Timepoint(s): 24 hrs ■ 



PCT/US2004/000240 



Atty. Ref. 44921-5090-01 -WO/201 64851 



ULGCID | LP A Score 



3250 



10269 



16917 



15004 



16394 



5228 



9150 



13826 



4049 



19195 



23521 



4048 



14342 



19191 



21465 



19424 



5227 



4969 



21195 



21509 



13070 



19456 



14431 



18507 



894 



5132 



15476 



6766 



14327 



13267 



3132 



895 



15615 



13831 



3982 



20953 



16916 



19162 



13093 



14642 



24209 



20042 



7844 



15315 



10919 



22183 
4834 
17529 
19359 
21761 
15942 
15107 



98.7603 



98.6054 



98.6054 



98.4504 



98.4504 



98.3988 



98.3988 



98.3471 



98.3471 



98.2955 



Mean Tox 

932.5275 



2964.3253 



796.6000 



1686.5413 



1993.7018 



264.5018 



425.9990 



959.6915 
232.0925 



98.2438 



98.2438 



98.1921 



98.1921 



98.1405 



98.0888 



98.0888 



98.0372 



97.9855 



2867.3528 



15.8948 



112.3103 



169.8480 



1912.4983 



398.0138 



22852.8073 



386.4903 



178.1593 



97.9855 



97.8822 



97.7789 



97.6240 



97.5723 



97.5723 



97.5723 



97.5723 



97.5207 



97.5207 



97.3140 



97.3140 



97.2107 
97.1591 



85.3645 



851.4765 



20.3425 



53.7898 



-11.4243 



890.7598 



SDTox 

75.0879 



73.6783 



92.3903 



198.8730 



204.4622 



87.2998 



11.6271 



29.5016 



71.2955 



237.4438 



10.1974 



34.8237 



19.1182 



226.5763 
5.2214 



1223.8235 



69.7187 



143.2056 



2.0547 



90.0193 



6.5792 



13.3891 



13.8465 



488.7110 



753.3963 



534.1638 



442.2773 



92.8413 



33.1610 



423.2630 



97.1074 



97.0558 



97.0558 



97.0041 



97.0041 



97.0041 



96.9525 



96.9008 



190.0450 



3745.5935 



66.2998 



99.4585 



541.4905 



436.7440 



4861.1903 



753.5148 



488.6555 



96.9008 
96.9008 



96.7459 



96.7459 



96.7459 
96.7459 
96.6942 
96.6942 
96.6942 
96.6426 
96.5909 



100.0273 



983.4830 



50.6993 



4371.5658 



2680.9605 



3676.6128 
96.4443 
47.9468 

r7t;i sago 

239.5320 
187.9785 
13902.3560 



54.0094 



71.4370 



27.3536 



108.0037 



30.2284 



18.2257 



4.2081 



66.3606 



68.7690 



141.6091 



1.5392 



33.3773 



37.0747 



92.2636 



641.2854 



47.9504 



Mean Nontax 

436.9967 



1983.5484 



1493.2819 



331.7738 



777.8052 



16.9613 



625.5024 



1391.9748 



43.4387 



1646.6852 



85.5762 



18.8858 



82.8344 



912.4426 



282.1062 



10347.0804 



152.5409 



-19.0442 



136.0304 



444.9262 



92.7588 



3.0805 



45.8984 



510.0488 



212.9295 



1123.9945 



302.1699 



190.8744 



-22.9178 



90.1076 



207.8763 



60.1332 



2517.3568 



65.2944 



267.5928 



839.0732 



892.1272 



2851.0457 



82.0127 



24.0329 



271.6577 
11.6162 



256.4395 



730.9256 



291.7861 
2.4637 
3.0703 
j4g •'45 7 
14.7073 
17.0105 



1161.0444 



189.7023 



3.0026 



438.3391 



147.1081 



2784.8724 



405.8705 1 
318.9380 



260.391 1 1 



287.21091 



42.9061 



106.3371 1 
237.8672 



130.52911 



385.34031 



34.50741 



77.25431 



27.64321 



269.26961 



96.41381 



4848.39801 



48.86691 



46.45501 



39.9561 1 



134.90111 



36.1093 1 
18.3298 



133.87101 



78.57501 



230.37861 



75.79801 



119.29361 



40.55141 



35.54881 



67.93261 



32.1107 1 
580.3879 



48.38491 



71.68831 



146.86651 



212.80231 



564.90661 



236.78271 



97.42281 



41.94271 



252.0171 



842.5857 



2288.9363 
49.5111 
91.7341 
1991.9891 
398.1517 
335.3510 



55.0968 1 



703.2430 1 



660.8402 1 



582.5234 ! 
45 2846 
28.0182 

550.4905 
99.5533 
75.9353 
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TABLE 51: C 
Timepoint(s) 
GLGC ID 

11598 
6015 

22318 
! 12999 
I 10820 
F 24521 

22030 


lenbuterol-Core 
: 24 his: 
LDA Score 

96.5393 
96.4876 
96.4876 
96.4360 
96.4360 
. 96.4360 
96.3326 


I Tox Markers 

Mean Tox 

32.8070 

81.2843 
438.6615 
3053.7868 
9943.4675 
22085.9835 


?Atty.R€ 

SD Tox 

32.3996 
I f .of oy 
29.3126 
39.1895 
269.0123 
1630.5121 
2981.2204 


sf.-44921r5090-0' 

Mean Nontox 

191.2678 
123.6439 
[ 222.9738 
337.9044 
1868.3510 
5462.1901 
11062.6238 


1 -WO/201 5485 

SD Nontox 

68.0074 
33.7718 
79.4138 
309.5522 
470.1964 
1452.6442 
4208.6729 


3755 
21189 
8728 

893 
14929 
22914 

896 


96.3326 
96.2810 
96.2810 
96.2810 
96.2810 
96.2293 
96.2293 
96.1777 


46.9560 
1111.8165 
77.5193 
25.3940 
378.1673 
944.6818 
1737.1080 
49.6703 


17.4174 
148.7927 
13.7142 
44.0374 
73.8535 
123.9670 
63.7535 
13.3825 


122.4291 
734.5168 
132.7466 
18.0604 
182.9926 
573.7854 
2437.6827 
7.9432 


39.8654 
132.8529 
23.6850 
11.8525 
66.3423 
134.7102 
483.1667 
16.0018 
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TABLE 5 J: CLENBUTEROL" 
Timepoint(s): 6 hrs 



GLGC ID 



LDA Score 



Mean Tox 



SD Tox 



Atty. Ref. 4492 l.bqyU-Ul^WO/2105485 
IWean i^ontox |SD Rontox 



945 



99.9484 



4848.8693 



20740 



21147 



99.8452 



134.3437 



52.4545 



23806 



99.6388 



1340.9600 



6.0542 



10878 



99.5356 



41.2293 



37.6412 



15190 



99.4840 



13.5270 



0.3146 



15189 



99.3808 



1562.5993 



2.1598 



24716 



99.3808 



3461.6643 



13930 



99.3808 



3694.3787 



23368 



99.3292 



72.2240 



2629 



99.3292 



413.1923 



20555 



99.2776 



218.4663 



23705 



99.2776 



55.7473 



25730 



99.1744 



11.0847 



15032 



99.1228 



97.8843 



21709 



99.1228 



399.7273 



23715 



99.071 



31 .6433 



20734 



99.0712 



20735 



99.0196 



543.6700 
94.8683 



2453 



98.9680 



339.2357 



21654 



98.9164 



365.3143 



8829 



98.8648 



30.1920 



20456 



98.8648 



572.4030 



98.8132 



505.2817 



3292 



20702 



98.8132 



3.9490 



1228 



98.8132 



223.3543 



190 



98.7616 



48.1140 



1824 
622 



98.7616 



134.1093 



64.3393 



11635 



98.7100 
98.6584 



0.6741 



487.6477 



503.1788 



15.4827 



21.7059 



5.4029 



2.8928 



0.4816 



16.9478 



10.3185 



0.0984 



42.4038 



16.8393 



52.4888 



51.6737 



0.5191 



49.6785 



40.4494 



0.1578 



132.5781 



6.8500 



1.0635 



10248 



98.6584 



54.2170 
17.4750 



6598 



98.6584 



69.4783 



19710 



3910 



17217 



21682 



355 



16312 



17590 



18695 



733 



12580 



20127 



21115 



13005 



16029 



12978 



356 



25761 



18597 



14250 



98.6584 



421.4460 



98.6584 



65.9897 



98.6068 
98.6068 



89.4057 



118.1183 



98.5552 



257.0393 



8.8634 



5.5644 
0.5633 



5.2594 



3.2657 



8.8529 



2.6970 



0.3407 



98.5036 



184.9510 



5.0020 



98.4520 



94.2290 



96.4663 



98.4520 



285.0370 



98.4520 



90.5147 



98.4004 



217.4283 



98.4004 



61.5817 



98.2972 



62.9820 



98.2972 



93.0660 



98.2972 



231.9090 



98.2972 



39.8907 



98.2972 



81.3597 



98.2456 



174.3473 



12.0303 



77.1088 



4.1203 



76.3852 



0.4070 



11.9219 



7.5880 



10.3353 



4.601 1 



27.8106 



98.2456 



98.1940 



98.1940 



165.1347 
27.2957 



30.0006 



278.9343 



352.4563 



24.9797 
0.9103 



56.3348 



54.8318 



170.8348 



-12.6304 



448.7949 



500.4770 
30.0697 



18.0479 



60.1184 



1634.2253 



233.6376 



329.6283 



-7.4551 



110.7163 



406.7741 



21.3916 



27.9069 



265.3709 



224.2822 



38.3319 



253.3641 
9.9387 



94.2550 



101.7314 



53.0373 



203.9429 



267.9187 



22.3578 



-1.3809 



149.9956 



192.5306 



-4.6305 



112.5691 
45.3087 



135.5475 



307.6573 



23.0423 



48.5489 



145.4331 



405.4736 



-9.7676 



9.8934 



67.3643 



48.3731 



35.0061 



84.3478 



19.4747 



30.6760 



102.9476 



18.4472 



13.8859 



78.0023 



41.3534 



136.3810 



10.3706 



94.5047 



145.1721 



11.2102 



25.4038 



283.9885 



289.1438 



310.6204 



11.1158 



65.7014 



91.9227 



17.0047 



10.1556 



68.2915 



72.9452 
10.07701 



57.35641 



25.11451 



46/16011 



46.49861 



29.69501 



73.21091 



70.03531 



32.7458^ 



27.72611 



64.96531 



40.06351 



25.24651 



25.7844] 
19.1055 



28.85841 



85.3529^ 



10.46301 



23.0344 1 
35.4410 



80.5839I 



54.38131 



28.69741 



35.20051 



16.15901 



39.04911 



27.70861 



9.18511 



20.92991 



53.52771 



7.37661 



19.1912^ 



51.93261 



45.39021 



13.34011 



63.04001 
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I TABLE 5J: CLENBUTEROL 
Tiniepoint(s >: 6 his 



[gEgc Id 

23044 



17556 



21653 



4512 



16030 



17532 



20161 



357 



lua scor e |hfl eantbx" 
475.3620 



■Mty. Ref. 44921-b0yu-01-WO/2105485 



98.1940 



98.1424 



98.0908 



98.0908 



98.0908 



97.9876 



97.9360 



112031 



97.9360 



240191 



97.9360 



206141 



97.9360 



244T 



97.8844 



162491 



97.8844 



21683T 



97.8844 



216571 



97.8328 



94231 



97.7812 



25567I 



97.7812 



19211 



97.7812 



190851 



97.7812 



447.2547 



271.2960 



136.4383 



46.1457 



166.7917 



231.1267 



85.4477 



94.6200 



104.0047 



42.7467 



196.2470 



42.3113 



271.7527 



1448.9427 



477.6037 



5384I 



97.7296 



161971 



97.7296 



97.7296 



18694| 97.7296 



6153| 97.6780 



25072 97.6780 
173361 97.6780 



219751 97.6264 



24674| 97.6264 



1U97| 97.6264 



17337| 97.6264 



138.8263 



"sb fox 

72.5360 



4.5099 



36.0854 



56.5763 



31.5041 



5.1276 



105.1007 



19.1172 



7.3173 



17.2367 



1.2769 



29.2619 



4.1646 



92.8744 



42.7862 



161.5233 



181.9453 



103.0713 



329.6763 



160.0660 



85.3757 



184.3700 

25.201; 



38.8513 



509.6623 



11.4355 



43.7093 



12.4950 



123.8702 



0.8063 



71.6381 



32.7761 



6.0933 



6.0298 



39.2367 



113.2633 



11483| 97.5748 



15353| 97.5748 



27361 



156401 
804T 



97.5748 



97.5232 



97.5232 



1/301 1 97.5232 



1t>570| 97.5232 



1295| 97.5232 



190861 



176581 



97.4716 



153011 



250901 



97.4716 
97.4200 



97.3684 



97.3684 



18041 



97.3684 



154681 97.3168 



183491 



258831 



97.2652 



1609T 



97.2136 



97.2136 



20746I 97.2136 



15192! 



99.9484 



18472| 99.8968 



30491 



99.8968 



159841 99.8457 



274.9593 



255.8617 



54.9167 



211.0247 



143.6827 



135.3840 



141.1960 



0.4022 
13.0527 



43.2507 



50.3113 



15.7750 



16.5303 



148.7857 



193.2387 



27.4813 



157.9933 



4.3310 



275.7437 



441.3950 



933.6183 



8526.9873 



1408.7463 



386.7867 



4776.3063 



1613.7737 



272.4527 



245.0187 



261.0007 



1215.6133 



492.0337 



1.3775 



26.7548 



39.6259 



49.8258 



Mean Nontox" 

227.0935 



7.8249 



20.0631 



3.7428 



37.4354 



92.2155 



14.9587 



141.8813 



8.4715 



121.1182 



68.5880 



301.0304 



22.3631 



6.7325 



418.5919 



116.2228 



23.1132 



-6.385 



264.8779 



4.7005 



12.3725 



8.2519 



36.2762 



25.4313 



50.3291 



27.0516 



17.2406 



63.1635 



-4.0842 



48.5984 



954.6483 



167.2220 



67.6319 



81.4987 



52.2006 



42.1950 



161.5913 



-7.2428 



622.7538 



-6.1292 



15.6028 



180.4975 



33.2995 



303.5668 



141.9581 



99.1670 



»u Nontox 



19.2374 



358.5069 



141.8909 



52.3425 



502.6110 



622.6698 



75.2102 



75.1020 



41 .4360 



100.2767 



140.5463 



1170.9649 



6460.4813 



1311.6313 



174.8812 



3422.5719 



872.2018 



492.5344 



70.9741 



51.1801 



269.8707 



40.6966 



27.3790 



16.6583 



55.6876 



39.2601 



18.0127 



16.1130 



25.4071 
214.88961 



44/1915] 



48.63531 



33.99351 



229.32131 



78.06011 



35.7175 1 
23.2311 



14^771] 



55.74651 



52.33621 



25.71801 



222.11501 



14.89111 



7.69971 



77.5763| 
26.8241 



99.7399! 



42.9696! 



43.7596! 



16.86581 



62.99981 



61 .0655! 



29.2084! 



155.57821 



207.2827 1 
19.2171 



28.14081 



20.50481 



84.48441 



81 .4944! 



183.30701 



2181.59481 



222.0564 1 
62.5378 



915.0306 



288.7875 I 
121.29731 



67.1399 



248.1956 



247.8687 



40.19111 



41 .9499! 



126.68901 
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[TABLE 5J:: CLHNBUTEROL ' 



[Time 

ides 



15078 



6988 



24200 



6 h rs 
lqa Score 



99.8452 



99.7420 



6844 



23424 



13619 



13240 



5943 



14209 



2348 



22765 



11467 



23025 



23471 



22381 



22081 



4626 



15157 



13353 



9059 



4018 



22152 



7315 



15051 



5675 



2331 



11873 



13266 



11871 



3050 



2605 



21740 



6532 



12435 



3619 



23038 



2729 



99.7420 



99.7420 



99.6388 



99.6388 



99.5872 



99.5872 



99.5872 



99.5872 



99.5356 



99.5356 



99.4840 



99.4840 



99.4840 



99.4840 



99.4324 



99.4324 



99.3808 



99.3808 



99.3808 



99.3292 



99.3292 



99.2776 



99.2776 



99.2260 



99.2260 



99.2260 



99.2260 



99.1744 



99.1744 



99.1228 



Mea n Tox 

83.0913 



148.1523 



1831.3610 
-15.2123 



495.8370 



260.5140 



384.1850 



2.5757 



95.2830 



235.1720 



111.5053 



216.0630 



-14.1163 



283.3903 



175.8840 



SDTOX 



.Atty,: Ret 44921 -5090-01 -WO/21 05485 

Nontox 



1.8675 



94.4403 



91.5253 



39.1553 



116.6127 



636.5220 



27.1503 



57.3433 



214.7143 



615.7103 



1314.5897 



1230.4933 



964.7597 



349.0043 



3316.3687 



615.6347 



99.1228 



99.1228 



99.1228 



9796 



5210 



15892 



6715 



15042 



9083 



16631 



16976 



4797 



8477 



18473 



24375 



3207 



13634 



15374 



99.1228 



99.0712 



99.0712 



99.0712 



99.0196 



99.0196 



99.0196 



99.0196 



99.0196 
99.0196 



98.9680 



98.9164 



98.9164 



98.9164 



36.3433 



697.6160 



933.6980 



116.6823 



46.3957 



155.3643 



193.8313 



48.0417 



52.3533 



334.6830 
96.9987 



147.0083 



118.1750 



599.9867 



630.3390 



239.9153 



1373.4903 



502.5353 



98.9164 



98.8648 



98.8648 



168.6763 



21.8467 
51.0588 



3.7916 



8.8821 



8.2960 



26.2196 



7.2305 



0.6904 



0.4753 



3.6676 



2.1991 



0.4311 



14.5924 



6.3195 



6.8233 



4.1731 



0.2282 



5.6815 



39.1324 



4.5802 



2.7280 



34.5163 



141.6182 



174.2619 



linean Nontox 

206.5969 



12.9282 



650.5468 



158.4966 



309.6446 



135.0774 



46.0984 



117.6422 



186.1088 



280.7291 



22.9075 
139.6584 



27.1357 



77.3412 



103.3030 



229.1844 



27.8457 



65.6418 



200.6327 



127.3381 



79.2454 



193.2024 



89.8726 



63.2709 



46.7347 



41.1069 



43.8729 



61.0930 



97.6111 



22.6912 



38.0034 



41.4489 



35.0796 



23.7487 



47.7646 



26.4231 



20.2172 



271.8312 



-11.2888 



-0.2891 



10.0911 



119.3141 



59.9098 



160.1007 



67.6682 



720.1954 



84.2415 



10.6257 



38.4674 



54.8957 



3.7442 



0.1635 



13.0636 



10.9173 



4.7084 
1 .8222 



40.581' 



8.6659 



7.5527 



6.7094 



156.0669 



389.0874 



32.2702 



79.8237 



10.8308 



20.2076 



25.3182 



105.8113 



123.3530 



147.0140 



94.0862 



43.1452 



87.5598 



302.2771 



276.3875 



449.2898 



229.7496 



57.9467 



20.6635 



480.0400 



6.8524 



96.2220 



58.3685 



42.9113 



44.1413 



112.2449 



110.0159 



2.9022 



73.9002 



39.9997 



-77.1093 



1647.6060 



179.9300 



3.3642 



28.2336 



76.4982 



10.9265 



251 .4949 



64.6549 



244.6155 



150.0514 



595.5884 



358.2674 



109.6199 



43.1564 



326.8880 



59.6096 



139.0916 



85.5203 



126.9559 



48.2511 



16.1863 



122.9799 



152.5689 



13.4118 



21.6672 



50.3007 



17.2734 



36.5945 



62.4067 



72.3076 



67.7554 



44.9756 



204.2286 
109 89361 



183.3453 



69.6891 



241.85281 



32.6563 



97.3643 



822.03371 216.6497 



101.88031 



26.4536 
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TABLE 5J: CLENBUTEROL" 
Timepoint(s): 6 hrs 



GLGC ID' 



Atty. Ref. 44921-5090.-01-WO/2105485 



LDA Score 



Mean Tox 



SDtox 



Mean Nontox 



SD Nontox 



21596 



23631 



657 



10659 
10971 



4479 



2372 



8820 



22317 



98.8648 



98.8648 



98.8132 



98.8132 



98.7616 



98.7100 



98.7100 



98.7100 



98.7100 



98.7100 



76.7463 



886.3967 



475.8523 



630.2727 



384.3923 



110.4397 



495.3427 



18.7610 



139.3167 
75.9110 



14.9592 



192.5967 



20.6543 
103.1035 



15.9078 
1 1 .4396 



80.8484 



0.4810 



15.6944 



408.5599 



312.3243 



247.4404 



224.5298 



156.3555 



42.1501 



160.3289 



43.1912 



399.3163 



156.2251 



85.2827 



91.2200 



57.1698 



73.8458 



15.6427 



83.4252 



19.081' 



123.0551 



45.8238 



398 



WO 2004/063334 



SSf?^ , C, ^ n u bul ^ ro, ^PreTox1Vlarkers 

15191 



lua score 

100.0000 



PCT/US2004/000240 

Atty. Ret 44921 -5090-01 -WO/21 0548? 
Wean tviontox" 
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TABLE 5K: Clenbuterol^Core Tox Markers 

Ti rnepoint(s): 6 hrs o_ 

hnean Tox 



GLGC ID 

25761 



18597 



LDA Score 

98.2456 



98.1940 



27.2957 



278.9343 



PCT/US2004/000240 



W Ref ,449^l-5090-01-Wp/210548^ 
"fiflean Nontox 



SD Tox 

0.9103 



400 



WO 2004/063334 



PCTYUS2004/000240 
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TABLE 5K: ( 

Timepointts) 
ULGCID 

13634 
4969 
15374 
22697 
21596 
I 23631 


ilenbuterol-Cc 

: S.hrs 
Lua Score 

98.8648 
98.8648 
98.8648 
98.8648 
98.8648 
98.8132 


>re Tpx Marked 
Mean Tox 

I v*t 1 .OUOU 

206.4873 
179.9300 
76.7463 
886.3967 
475.8523 


Atty. Re 
SDtox 

7D.4982 
38.0144 
10.9265 
14.9592 
192.5967 
20.6543 


f. 44921-5090-01 

mean Nontox 

822.0337 
-18.9284 
101.8803 
408.5599 
L 312.3243 
247.4404 


-WO/2105485 

su Nontox 

216.6497 
47.1111 
26.4536 

156.2251 
85.2827 
91.2200 


657 
10659 

100*71 

4479 
2372 
8820 
22317 


98.8132 
98.7616 
98.7100 
98.7100 
98.7100 
98.7100 
98.7100 


630.2727 
384.3923 
110.4397 
495.3427 

18.7610 
139.3167 

75.91 10 1 


103.1035 
15.9078 
11.4396 
80.8484 
0.4810 
15.6944 
17.8196 


224.5298 
156.3555 

42.1501 
160.3289 

43.1912 
399.3163 
190.4315 


57.1698 
73.8458 
15.6427 
83.4252 
19.0817 
123.0551 
45.8238 



402 



WO 2004/063334 



PCT/US2004/000240 



TABLE 5L: CYCLOPHOSPHAMIDE 
Timepoint(s): 6, 48,192hrs 



QLG CjD 

10320 



25752 



4565 



6535 



4474 



Atty. Ref. 44921-5O90fO1fWO/21O5485| 



LPA Score 

89.7810 



3430 



17160 



25600 



25777 



4235 



20298 



25438 



23215 



17130 



17350 



16227 



4242 



298 



9538 



25075 



17501 



21928 



15573 



485 



20440 



18819 



4601 



25235 



1816 



21287 



15846 



22434 



21182 



14989 



1894 



20928 



20864 



1170 



4684 



1879 



24662 



16210 



1709 



21882 



492 



21440 



24597 



4622 



11454 



25737 
16955 



89.4281 



88.9990 



88.9067 



88.1246 



87.9803 



87.2263 



86.6528 



86.4964 



86.2998 



86.0632 



85.7263 



85.7143 



85.5178 



85.3092 



85.2691 



85.2170 



84.9322 



84.4870 



84.4229 



84.1101 



84.0058 



84.0058 
83.9416 



83.8213 



83.5365 



83.5085 



83.4202 



83.3801 



Mean Tox 

42.8029 



45.8312 



22.3941 



326.4850 



83.1301 



166.8932 



2103.6017 



46.2684 



318.4775 



418.5075 



-209.7280 



36.9592 



73.2627 



157.2409 



33.7344 



-8.5485 



354.5961 



39.3249 



139.5897 



-55.1296 



47.8965 



24.0430 



85.2547 



26.1465 



15.0142 



9.6234 



124.2250 



21.0332 



83.2478 



83.1716 



83.0553 



83.0392 



82.9871 



82.8828 



82.8587 



82.7545 



82.5580 



82.4537 



82.2211 



82.1810 



81.9082 



81.9082 



81.7639 



81.7478 



81.6596 



81.6315 



81.5673 



81.5152 



63.6727 



|SD Tox 
11 



5542 



32.3077 



7.4914 



26.2854 



16.8788 



45.6262 



246.2741 



8.1829 



67.4468 



36.891 



224.0546 



J6 
9 



.6537 



3638 



27.1432 



14.9914 



40.6641 



76 
7 



3555 



Hnean Nontox" 

80.22711 



-48.66771 
43.5158 



443.6589I 



38.92991 



107.28881 



1700.77271 
70.3570 



233.58221 



323.89661 



75.56781 



71.68851 



100.28081 



121.46341 



70.37271 



57.03841 



5073 



45.3819 



123.6013 



10.5383 



8.7688 



7.1748 



4.0048 



24.2204 



18.9771 



54.2512 



3.1490 



663.9862 



28.2028 



75.1141 



446.7158 
1065.5044 



323.7673 



4.8148 



7.0454 



11.0712 



249.7618 



18.3707 



22.1786 



113.3050 



242.9779 



130.9377 



238.4828I 



58.92971 



246.13491 



126.33491 



30.72741 



40.15681 



105.60061 



30.03181 



51.55827 



47.33641 



64.3827T 



28.77911 



36.9095 



437.6605T 



68.2328T 



158.0193T 



273.5515T 



724.6623T 



9.5444 



99.0908 



90.8723 



52.2070 



160.5178 



344.3033 



42.6635 



67.8985 



521.8128 



69.1262 



664.7450 



744.0142 



81.4911 
81.3829 



295.1553 



5.2635 



23.3225 



14.6729 



12.8776 



9.0516 



25.2730 



6.6617 



9.4656 



359.0693 



6.7560 



113.9138 



80.0984 



20.6926 



62.6632 



7.4353 



148.5104T 



22.6804T 



24.6889T 



74.55137 



55.9466r 



70.6751 



177.7223T 



309.6258T 



60.1366T 



96.4214T 



200.58451 



58.8514 



481.3343T 



594.7047T 



209.12931 



33.0323T 



50.3680 1 
14.2550 



71.12191 



27.37141 



28.37741 



422.7708 1 
19.5693 



144.32141 



67.87611 



98.8103 1 
22.8019 



27.8730! 



23.61171 



38.3097 1 
64.2738 



23^3841 



56.46781 



124.48031 



16.70631 



12.39821 



18.19011 



14.04851 



18.96481 



25.98061 



25.38761 



9.51641 



24.32611 



113.20921 



33.93421 



85.75081 



73.87461 



151.58671 



74.76051 



14.01441 



14.97621 



20.4279 
21.9963 



19.13211 



40.31601 



80.65481 
32.4778 



132.3089] 
29.7861 



107/19111 



97.87381 
63.09071 



25495 



917.9139 



81.3588 



179.2540 



347.0575 



16.6020 



528.0292I 



140.4145 



172.1319 
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TABLE SL: CYCLOPHOSPHAMIDE 



Timepointfe ) 

gLgcTd 



20554 



9905 



18468 



4362 



17561 



25369 



20450 



16241 
919 



22583 



200 



20225 



1108 



14980 



1005 



23058 



619 



381 



20779 



15485 



21069 



17502 



20998 



20536 
17972 
18895 



19949 



17086 



6,48,192hrs 
LbA Score 



81.3468 



81.2665 



81.2665 



81.0981 



81.0219 



81.0219 



80.9818 



80.9818 



80.9176 



80.8254 



80.8254 



Tox 

30.1092 



3.2448 



57.1878 



31.5221 



181.7411 



18.4957 



46.5020 



29.5792 



-8.1594 



17.6804 



Atty. Ref. 44921 -5090-01 -WO/2.1 0548 
Mean Nontox 



SD Tox 

19.3862 



32.2360 



75.9650 



30.4622 



34.1067 



42.6801 



4.2567 



15.8107 



3.7244 



16.5029 



80.7732 



80.7331 



80.721 



80.7211 



80.6569 



80.5126 
80.4083 



80.3160 
80.2759 



80.2639 



80.2519 
80.2238 



80.131 



80.1195 
80.1075 
80.0032 



79.9751 



20246 



912 



17174 



25496 



22150 



25659 



20021 



20980 



18032 



15142 



18655 



8269 



15408 



18226 



25705 



1581 



18098 



23698 



79.9390 



79.9230 



79.8709 



79.8187 



79.7425 
79.6503 



79.6142 



79.5981 



79.5861 



79.5741 



79.5219 



79.4417 
79.4016 



79.3134 



79.3014 



79.2733 



79.2452 



79.2211 



79.1570 



13.928 
13802 



2782 



11563 



79.1570 



95.5162 



55.7341 



32.5332 



16.5236 



30.2779 



48.6211 
216.2758 



28.8201 



17.2289 



165.3218 



30.7244 



135.8238 



35.4449 



285.0915 



524.4325 



38.3231 
27.8115 
114.9495 



3.1824 



11.1492 



42.2181 



95.0510 



35.6249 



286.7749 



26.8936 



72.8100 



39.2193 



28.3589 



23.9761 



10.4836 



7.6479 



12.3506 



8.6610 



48.4577 



3.2076 



7.4306 



17.5305 



11.8598 



30.4102 



5.3390 



63.2148 



181.7060 



131.3377 



157.1793 



4.4057 



31 .6941 
11.5342 
22.6815 



28.7340 



28.2946 



514.3985 



88.9931 



201.9165 



224.3901 



38.9102 



21.5031 



505.8172 



34.7882 



44.1663 



29.8871 



48.4742 



15.1508 



201.3526 



347.2062 



529.9615 



370.1620 



43.4105 



22.5660 



90.0417 



89.6767 



89.2717 



925.7691 



82.1183 



90.1382 
223.4953 



29.0201 



115.6418 



34.3390 



22.2101 



48.0786 



12.7519 



62.2867 



57.5353 



6.1143 



19.4651 



10.2390 



79.2127 



96.7807 



33.0522 



13.1152 



32.9766 



282.9896 



HP N ontox" 

36.72751 



36.6183 



29.1982 



124.0075 



14.1573 



82.4756 



49.5922 



193.0939 



279.3474 



11.8192 
42.8828 
163.3734 



82.5089 



209.2537 



46.5865 



380.2598 



44.8814 



157.5616 



151.1148 



90.1269 



-68.4464 



391.7156 



49.3264 



88.9932 



105.6019 



3.8355 



31.1048 



41.3967 



172.6778 



43.9235 



10.6774 



4.4851 



133.5806 



14.9828 



156.9252 



21.8943 



267.5795 



285.8516T 



359.48691 



296.69241 



58.5767T 



36.6734 



15.6432 



18.5820 



52.2880 



455.9207! 



139.6725T 



55.6441] 



116.1155T 



22.76961 



27.89961 



20.7827I 



138.06251 



11.11971 



22.30931 



9.57231 



38.3582 1 
5.7883 



22.57901 



57.48151 



11.91111 



_14.7570 l 
20.1841 



72.70941 



8.6739I 



10.6731 



27.84631 



10.2435) 
43.2075 
14.2142 



56.4031] 
80.8708 



22.3703] 
11.8088 
34.7994 



20.93791 



48.69311 



21.63201 
63.1228 



24.08781 
37.4827 



44.51191 
61.2185 



58.7235] 
81.3105 
15.3112 



61.13461 



9.49891 



79.73651 



116.25521 



61.21291 



12.77161 



201.36011 



38.6296] 
44.4733 



54.82601 
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pABLb 5L: CYCLOPHOSPHAMIDE 
lTimo ™ ; ""- % - 6,48,.192hrs 

Ihviean Tox 



PCT/US2004/000240 



Atty.Refr4492t-5090-01.WO/2105485l 
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"ABLE 5L: CYCLOPHOSPHAMIDE" 
Timepoint(s): 6, 48. 19 2 tirs 
GCGClD Ii riA t 

7961 



18610 
15924 
6658 
4917 



Lda Score 
83.0152 



82.9630 
82.9229 
82.9109 
82.9109 



Mean Tox 

21.9158 



469.9288 
40.8472 
93.6829 
14.4837 



Atty. Ref.44921-5090-01-WO/2105485 
"Mean Nontox 



SD Tox 

13.8782 



17.4993 
62.6292 
37.0034, 
22.9474 
15.2375, 



46.4652 



164.6098 
375.7056 
98.2426 
J 34.7486 
61.1111 



Nontox 

17.6986 



39.7749 
74.7646 
37.6253 
31.5014 
36.2076 



406 



WO 2004/063334 



PCTYUS2004/000240 




11454 



63.09071 



407 



WO 2004/063334 

ITABLE 5M: Cyclophosphamide 
ICore Tox Markers 
| Timepoint(sh 6. 48, 192 hrs 
5LG C ID |LDA score |Mean T ox 

^25737[ J51.4911| 20^6926 



PCT/US2004/000240 



" Atty. Ref. No. 44!£1-6090-01-WO/210548E 



169551 81.38291 91779139 



254951 81.35881 17972540 



20554 81.34681 ~3cTT09g 



9905| 81 .2665 



3.2448 



18468 81.26651 577l87fi 



43621 81.09811 



7.4353 



347.0575 



16.6020 



19.3862 



jontox 

33.0323 



528.0292 



140.4145 



32.2360 



31.5221 



17561 81.02191 18177411 



25369 81.0219 18.4957 



204507 



80.9818T 



162411 



46.5020 



80.98181 



919 



80.91767 



29.5792 



22583 



80.8254T 



-8.1594 



2001 



17.6804 



80.8254T 



20225T 



55.7341 



80.77327 



1108 



14980 
1005 



80.7331) 
80.7211 



32.5332 



16.5236 



30.2779 



80.72111 



25676T 



48.621 



80.68107 



75.3428 



23058 80.65691 2"l6?2758 



619 



80.51267 



381 



28.8201 



80.40837 



17.2289 



20779 80.31601 165.3218 



154851 



80.2759T 



1948 



30.7244 



21069 



80.2639] 135.8238 



80.25197 



35.4449 



175021 80.2238 28570915 
15174[ 80.18371 257.3659 



209981 



205361 



80-13151 524.4325 



80.11951 



179727 



80.10751 



38.3231 



. . 27.81 15 

18895| 80.00321 114.9495 



199497 



170867 



79.97511 131.3377 



30.4622 



34.1067 



42.6801 



4.2567 



15.8107 



3.7244 



16.5029 



3.1824 



11.1492 



10.4836 



7.6479 



75.9650 



42.2181 



95.0510 



35.6249 



sp N ontox" 

16.09551 



286.7749 



26.8936 



72.8100 1 



39.2193 



28.3589 



23.9761 



79.2127 



96.7807 



12.3506 



8.6610 



70.7945 



48.4577 
3.2076 



7.4306 
17.5305 



11.8598 



30.4102 



5.3390 



63.2148 



33.0522 



13.1152 



32.9765 



167.8154 



282.9896 



36.6183 



29.1982 



124.0075 



14.1573 



82.4756 



49.5922 



99.4323 



181.7060 



31.6941 



11.5342 



22.6815 



202467 



79.9390! 157.1793 



79.9230] 



4.4057 



2lfc>57| 79.87091 1487.1038 



912| 79.87091 514.3985 



171747 



79.81871 



88.9931 



25496| 79.7425 ! 201.9165 



22150 79.650 3 224.3901 



25659! 



20021I 



79.61421 
79.5981 



38.9102 



28.7340 



28.2946 



29.0201 



441.9326 



115.6418 



34.3390 



22.2101 



21.5031 



4412| 79.5861! 505.8172 

34.7882 



209807 



79.5741] 



180321 



79.52191 



151427 



79.44171 



44.1663 



186551 



79.40161 



29.8871 



8269I 



15408 



19928 



13802 



79.31341 



48.4742 



15.1508 



79.30141 201.3526 



95.51621 925.7691 



90.04171 



82.1183 



12.7519 



62.2867 



57.5353 



6.1143 



19.4651 



10.2390 



105.6019 



3.8355 I 
31.1048 



193.0939 



167.1174 



279.3474 



11.8192 



42.8828 



163.3734 



82.5089 



209.2537 



46.5865 



948.9767 



380.2598 



44.8814 



157.5616 



4^^0786 151.1148 



90.1269 



-68.4464 



391.7156 



49.3264 



88.9932 



14.9828 



156.9252 



133.5806 



15.6432 



21.89431 



267.5795 



455.9207 



139.6725 



172.13191 



34.05881 



36.7275 



22.76961 



27.8996 



20.78271 
138.06251 



1 1.1197) 
22.3093 
9.5723 
38.3582 



5.78831 



22.57901 



57.48151 



11.91111 



20.1841] 
66.1244 



72.70941 



8.67391 



10.6731] 



27.8463 



10.24351 



43.20751 



14.21421 



56.40311 



50.44601 



80.87081 



22.37031 



34.79941 



20.93791 
48.6931 



21.63201 



218.12921 



63.12281 



24.08781 



37.4827^ 



44.5119] 
61.2185 



58.72351 



81.31051 



15.31121 



44.56541 



11.75991 



61.13461 



9.4989 



79.7365 



201 .3601 
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lflartere P ^ OSPham,d ^ ' ' Atty. Ref. ; No.44921-5090^0l-WO/2105485 



Timepoint(t 


a): 6.48 192 


hrs 


GLGC ID 


LDA Score 


Mean Tox 


SD Tox 


Mean Nontox 


iSD Nontox 


2785 


1 QQ ft7ft-5 


90.1382 


! 18.582C 


) 55.6441 


44 473*3 


HSR*-' 


i on 071*7 


223.4953 


52.288C 


> ii6.iise 


> 54 8960 


9*3'-*4S 


i Pft QHR7 


' 5945.0338 


1280.6033 


3900.7723 


1027 4^67 




OO.OOOI 


24.6978 


17.7864 


86.3451 


83 0760 




Q7 Q -M C 

Of .O 1 1 c 


600.5945 


76.7185 


> 426.2666 


122 981ft 


461 


P7 /1P7D 
Of .4(5/ I 


59.9835 


10.9837 


99.8830 


30 260Q 


771^ 


Q7 0007 


19.2980 


5.1869 


33.8221 


11 9iftn 


Q98R 


P.7 *v*f\ft 
0/ .oouo 


222.8223 


32,2374 


310.6062 


67 97Q^ 


f i I 


P.7 OQH/f 


559.0163 


58.8088 


385.8688 


9*3 01 9Q 1 


9^0 


07 h oon 
of .1 Z^L 


284.6615 


53.9835 


41 1 .3248 


8Q 1Q7R 


1 Q9P°. 


0/ .uoyy 


265.8252 


85.8404 


429.5856 


1 25 70*37 




Oft 0700 
00.0/00 


156.4094 


30.5506 


89.4438 


41 80*3^ 


1QOQ°. 


Oft Ofl7D 
OO.ZO/O 


83.5065 


38.2466 


188.3403 


83 9098 


OO / O 


Pft 4 QOC 

OO. lOOO 


320.8532 


19.9846 


373.9869 


86 189R 


1980*? 


Pft H7QO 


77.2402 


22.4623 


11.6043 


53 3344 


7Q70 


oo.yo4y 


104.6198 


20.6103 


152.3275 


31 0565 


41 S1 


PR QOOQ 


391.9504 


84.6875 


603.8739 


1 63 2447 


11*368 


OR 7OQO 

00. / 000 


60.7732 


29.7627 


12.0356 


24 9961 


9*3840 


PR coco 
OO.OoOZ 


89.0182 


59.5736 


-30.0771 


58 9398 


17961 


qc coon 


766.4824 


84.1296 


575.6093 


138 9607 


177Q6 


pr t?nc"7 
OO. DUO/ 


76.7958 


16.8909 


147.3081 


60 3874 




PR A 4 OC 

OD.4 lOD 


39.5858 


11.4552 


87.0693 


51 0256 




QC 00*70 


164.8416 


20.7067 


191.7377 


51 630Q 


1 57 \ *tO 


PR OftO-1 


475.8288 


65.8220 


361.1610 


60 9836 


1^1 1 


PA -f COQ 


210.4325 


25.4688 


155.3516 


35 9170 


991 1 


OO.U4oO 


-13.4862 


33.9645 


51.7761 


39 4487 


S1 1 1 

will 


PA QQ.AA 

O4.yo44 


240.8116 


43.9451 


365.5485 


128 540S 


1 1*3*37 
1 1 oo / 


P/1 QQAH 
04.00VJ 1 


41.2845 


12.0828 


65.7655 


19 9*529 


1708Q 
1 1 uoy 


P/1 Q/inn 
04.04UU 


1402.3132 


189.5788 


1086.3912 


401 298 c i 


Ifi^d^ 


P/1 70nn 

o4./yyy 


53.5725 


22.0423 


97.1162 


25 0^91 


R74n 
O/ HU 


P/1 7007 

o4.f Zof 


44.1492 


12.5690 


74.0108 


26 -S^ftQ 


90007 


Q A 7A7AJ 

O4.7076 


508.7272 


176.7436 


279.0357 


100 97*3R 


°.1 Q1 


o4.6836 


229.4547 


29.9839 


161.5617 


44 69 1R 


^0404 


Ovl Ciinr 

o4.6435 


259.7548 


64.2746 


161.8276 


SI 899/1 


1 ipo 


P/1 CO -1 >l 

o4.bo14 


69.0456 


16.7101 


107.3778 


26 41^1 

*-v/."T IOI 


yo/o 


o4.2o65 


41.0540 


22.0838 


93.3784 


36 461**: 


19POA 


P/1 04 A O 

o4.^14o 


29.3941 


16.9388 


62.1187 


94 QORQ 




P/1 H ftOO 

o4.1o22 


539.2781 


108.7013 


762.9939 


16Q 71*39 

1 wv/. / I 0<C 


40/ o 


00.9256 


727.1948 


252.9898 


441 .5460 


110 S^fiR 

1 1 V.JJUU 


1 74Q9 


PO oonc 

oo.oo9o 


532.6638 


131.2774 


802.8211 


236 16QQ 


1 ropa. 

1 OUO*f 


oo./o71 


67.0725 


57.5538 


197.8258 


77 *3188 




00. / 451 


-10.9127 


12.3748 


23.1043 


29.0729 




QQ fiAfi7 

OO.OUQ7 


70.5967 


26.6423 


27.4654 


26.1604 


14337 


83.5365 


236.3598 


30.3950 


307.7315 


50.7455 


19257 


83.5085 


21.1983 


35.8030 


-27.3921 


31.3944 


8627 


83.4323 


19.7490 


10.6688 


39.2932 


14.3428 


4975 


83.3280 


66.2334 


15.4385 


105.7459 


29.5074 


6458 


83.2758 


13.9457 


5.6771 


34.2500 


21.6628 


18337 


83.2758 


423.4050 


86.0876 


592.1076 


120.7567 


11268 


83.2117 


103.1452 


22.8648 


146.3976 


40.9740 


15904" 


83.1716 


297.8010 


53.1909 


427.0825 


92.9293 
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TABLE 5M: 
Core Tox M 
Timepointfs 


arkers 

;\: 6 48. 192 


hamide Atty. Ref. No. 44921-5090-01-WO/2105485 
hrs 


gLgc ID 


LDA Score 


Mean Tox 


SDTOX 




su Nontox 




oo. i oyo 


113.0401 


27.8182 


171.0561 


61.5415 




OO. l*fOO 


1D76.3148 


416.2079 


1293.0095 


246.6518 


^ 33 1Q 


OO.U/ vJO 


14.5687 


17.0282 


35.4199 


l_ 15.6659 




OO.U 1 


57.01 70^ 


13.5032 


99.2891 


36.0694 


7961 


83.0152 


21.9158 


13.8782 


46.4652 


17.6986 


18680 


83.0152 


117.5713 


17.4993 


164.6098 


39.7749 


18610 


82.9630 


469.9288 


62.6292 


375.7056 


74.7646 


15924 


82.9229 


40.8472 


37.0034 


98.2426 


37.6253 


I 6658 


82.9109 


93.6829 


22.9474 


134.7486 


31.5014 


4917 


82.9109 


14.4837 


15.2375 


61.1111 


36.2076 
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T/VBLE of 
1 1 me pom 


M: EPINEPH] 
tis). 24 nrs 




Atty. Ref. 44921-5Q9Q<I1-WO/2105485 


GLGC ID 

UUV3V \\J 


1 OA ^rnrn 


lyiean tox 


|SDTox 


wiean Npntox 


bu Nontox 


2166c 


> 99.2776 


26.51 6C 


0.5537 


6.1908 


11 R1 Aft 


23651 


r\r\ a\ t a a 

99.1744 


1 189.0270 


603.8436 


► 41 .0596 


> 1 4*% (X77A 


7486 


99.1744 


38.6977 


0.5324 


87.5030 


m iftnQ 
01. 1 ouy 


18128 


99.1228 


97.784C 


0.8931 


136 4916 




16049 


98.8132 


62.2973 


0.9762 


88 2642 


OO OOQ7 


16416 


98.7100 


84.5417 


18.0022 


38 6044 


19 ft4H9 


12422 


98.6068 


128.8727 


4.6111 


79.9457 


1 0.0000 


25450 


98.5552 


71.5753 


0.5908 


100 0363 


33 891ft 


20589 


98.5036 


705.7920 


156.4907 


148 0740 


OR ftDHO 
OO.OO I D 


24869 


98.5036 


89.4850 


1 .5779 


155 9979 


43 9A<4G 


17570 


98.4004 


219.0427 


0.6782 


209.9197 


61 7QR1 


14970 


98.3488 


36.4547 


1.8231 


80 6479 




11843 


98.2456 


125.3780 


14.4234 


73 8868 


1fi 94 -I 


243 


98.0908 


792.8837 


10.8311 


621 4805 


114 4901 


20913 


97.8844 


106.9910 


1.1868 


1 52 4929 


40 ^RRO 


14034 


97.8844 


80.2733 


0.2583 


84.1934 




25249 


97.8844 


81.8490 


0.6821 


101.0746 


i 9R 9Q9ft 


15913 


97.7812 


137.9433 


40.1589 


32.5121 


^.O.^w/^lO 

99 9949 


16925 


97.7812 


642.3187 


46.1746 


975 4178 


177 *>7ftO 


23219 


97.7812 


0.1467 


1.3517 


21.5528 


93 R079 


20318 


97.6780 


14.1007 


0.2911 


21.6317 


7 7940 


15629 


97.6780 


44.0570 


0.9964 


60 2613 


30 (\RO~7 


23488 


97.6264 


34.2253 


0.4176 


42.8957 


1 3 0947 


1684^ 


97.5748j 


2836.0520 


13.2871 


2828 8884 


Q13 *»317 


18883 


97.5748 


163.1527 


30.6395 


68 5704 


9ft 7899 


18881 


97.5232 


45.3147 


6.3140 


18 6079 




11114 


97.5232 


59.7723 


5.9778 


31.5257 


37 7707 
Of ./ f U/ 


15003 


97.4200 


785.0383 


382.0336 


94 5369 


18ft v10*l O 


15503 


97.4200 


215.3473 


5.8073 


143 6030 


3Q 819*; 


18108 


97.4200 


250.3110 


33.9669 


157 8583 


93 ftfiOl 


15002 


97.3684 


937.6463 


311.9264 


207 5909 


184 ftft41 


17530 


97.3684 


153.7763 


8.8256 


95 0549 


93 ftQRO 


2413 


97.3684 


737.1813 


3.4232 


625 9727 


i04 ^ftan 


1375 


97.3684 


87.1750 


0.8159 


105 0913 


34 039^ 


786 


97.3684 


20.8183 


0.4460 


31.8745 


I < .OcJU^ 


13974 


97.3168 


1001.5317 


187.6777 


538 4064 


143 


15135 


97.3168 


1805.3227 


222.7124 


994 6434 


91ft ^^o«; 

I D.OOUO 


16215 


97.3168 


381.4167 


68.5701 


212 835*S 


44 in*^i 


2109 


97.3168 


1133.9577 


65.7596 


757 7591 


1 Rft Q1 


24533 


97.2652 


121.7623 


23.9496 


272 2374 




16654 


97.2136 


22.0607 


9.5395 


6 3900 


7 7ftOQ 


13646 


97.1620 


1122.2877 


163.9331 


577 3346 


1 ^4 ftQ30 


15829 


97.1104 


11.2407 


0.4962 


51 0544 


73 f\04Q 


25629 


97.1104 


61.8770 


0.9283 


86.5926 


34.0593 


1523 


97.1104 


123.1260 


12.9143 


212.0214 


51.9488 


15682 


97.0588 


76.4617 


1.9705 


118.7850 


33.9263 


24868 


97 0588 




0.4151 


26.0513 


12.4125 


20127 


97.0588 


40.1933 


0.6384 


30.8397 


21.2116 


13369 


97.0588 


947 


1 71311 


281.5172 


59.2644 


22940 


97.0588 


84.3060 


1.6831 


70.4649 


20.4728 


503 


97.0072 


46.9083 


0.9373 


63.6186 


17.8034 


23781 


97.0072 


91.4017 


25.3615 


39.5741 


16.7864 
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TABLES 
Timepoir 
GLG6 ID 

2232' 
1544( 
1721J 
1879f 
18572 


N: EPINEPH 
it(s>: 24 hrs 
lda Score 

96.955< 
> 96.955f 
5 96.904C 
J 96.852^ 
I 96.8524 


RINE J 

Mean Toy 

507.33V 
404.058' 
83.597C 
1 07.51 8( 
908.094/ 


Atty. R( 

OU 1 ox 

f 93.804' 
f 6.9871 
) 10.486/ 
) 1.3541 
f 3.957£ 


3f. 44921-5090-0 

Mean Nontox 

173.304* 
' 304.1 87C 
168.060^ 
138.419c 
> 1003.654C 


1 -WO/21 05485 

sb Nontox "J 

1 95.6395 
73.1145 
43.6118 
» 28.2947 
» 145.8404 




2197J 
20032 
2589S 
2373 -1 
61S 
2077C 
1801 
24536 
10015 


5 96.8524 
I 96.8006 
96.7492 

QR 74QC 

I 96.7492 
> 96.6976 

QC CQ7C 

QR R07A 
90.09 f O 

oc fi4fin 


\ 257.99 1( 
t 17.5237 
! 15.516: 

263.654.: 
! 22.4082 

156.8697 

120.432C 
1355.7977 

420.5977 


) 7.745£ 
1.7076 
» 0.2316 
* 18.5716 
i 1 .7778 
23.4808 
i 15.6344 
41 .0844 
68.7205 


> 181.2767 
i 43.4604 

> 20.548£ 
* 159.9061 
I 36.5577 

56.2296 
76.8255 
[ 998.6555 
217.8729 


79.8482 
15.2240 
» 7.1895 
45.0677 
8.6468 
» 41.2374 
18.7138 
188.8572 
63.7868 




25359 
15253 
11849 


QR ROAA 

96.5944 


oo. 129c 
237.1250 
1458.8320 


0.4272 
24.9522 
107.8285 


43.7954 
108.3637 
940.8786 


14.7516 
47.0250 
195.5401] 




12400 


96.5428 


48.3297 


12.2020 


24 2917 


o./UU 11 




16552 


96.4912 


92.8863 


24.4873 


38.9750 


18.7740 




18357 


96.4912 


323.6223 


3.3133 


319.9372 


82.7828 




15513 


96.4912 


166.9317 


L 2.7130 


189.9391 


42.3197 




18054 
7050 
22675 


96.4396 
96.4396 
96.3880 


83.6250 
67.4593 
87.7107 


2.1335 
1.1035 


1 2fi 2777 

60.3158 


o i .b^72l 
24.3089 




24R14 
20518 
13151 
25816 


QC QQQA 

96.3364 
96.3364 

QR 9 ft 4 ft 


125.6697 
175.7517 
3338.0793 
17.6030 


18.4663 
30.0655 
3.1089 
190.6440 


30.8168 
71.9543 
226 4270 
2187.6161 


20.8898 
16.4597 

H 1 .^040 

569.2195 




22555 
5522 


QR ^^^O 


29.4340 
406.5067 


L 0.4452 
3.0467 
100.2078 


25.6224 
12.0415 
206.3462 


8.5933 
8.1039 
60.9271 




16218 
225*52 


QR O^^O 
QR hohc 


A A «-) -y OO >t O 

1127.6243 
715.1360 


21.3959 


845.7607 


365.8797] 




4*327 


QR 


157.7943 


22.1595 
47.5454 


452.2379 
91.5411 


173.4372 
27.7979 




6100 


96.1816 


3273.6163 


299.3398 


2108.3253 


503.6042 




1 1454 


QR i £34 G 

yo.i OX o 


286.6350 


5.8844 


210.0435 


63.7797] 




25529 


96.1300 


38.6000 


0.7893 


38.3339 


74.3495 




2853 


96.0784 


150.4390 


47.4404 


ao "v>on 


24,/olbl 




343 


96.0784 


58.3073 


4.3074 


53.2117 


43.8789 




1478 
18148 


96.0268 
96.0268 


23.1500 
59.9527 


0.6358 
2.7085 


37.8936 
98.7423 


24.9431 
29.3865 




487 
1540 
492 


95.9752 

QR QT^O 

yo.y/04 
95.9236 


28.8640 
50.0800 
118.3757 


0,7488 
14.4963 


41 .7508 
16.6814 


11.9850 
13.4567 


r 


25547" 
12118 
15185 
1168 


95.9236" 
95.9236 
95.9236 
95.9236 


191.8723 
1192.9273 
1429.2477 
21.1347 


2.8412 
8.0536 
298.6520 
152.1055 
3.0824 


205.1486 
356.1624 
544.6224 
931.2553 

U. 1 ODi 


142.3625 
129.2161 
298.7975 
186.7858 
O.D213J 


r 

! 
1 

r 


19661 
3527 
3931 
7036 

12324 


95.8720 
99.8452 
99.4324 
99.2776 
99.1228 


6.7690 
12.9287 
107.6857 
101.0093 
35.7033 


1.0521 
0.0487 
0.2150 
0.1155 
6.6789 


28.3817 
24.7505 
127.5319 
113.8784 
-35.6344 


15.5908 
21.0113 
30.5123 
21.4829 
38.6620| 
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TABLE 5N: EPINEPHRINE 
Timepoint(s);. 24 hrs 



Atty. Ref. 44921 -5090-01 -WO/21 0548£ 



13717 



21509 



24135 



11644 



22026 



11166 



321 



4049 



4048 



24270 



22592 



23326 



1506 



3165 



17106 



23435 



13929 



10970 



21771 



16062 



4207 



23511 



13915 



3832 



13702 



894 



4969 



2765 



99.0712 



98.9164 



98.9164 



98.8648 



98.8132 



98.7616 



98.7100 



98.6584 



98.6584 



98.5552 



98.5552 



98.5036 



98.4520 



98.4004 



98.2972 



98.2972 



98.2456 



98.2456 



98.2456 



98.2456 



98.2456 



98.1940 



98.1424 



98.1424 



97.9876 



97.9876 



97.9360 



74.7137 



787.7937 



380.8940 



510.5817 



3518.2023 



228.4097 



136.1203 



757.4380 



331 .6660 



238.9863 



836.2727 



111.8597 



336.9553 



33.5920 



49.6850 



27.0300 



331.9700 



42.4007 
1064.0957 



1259.5520 



291.3373 



124.6603 



61.3407 



57.6423 



24.4990 



409.7137 



5228 



18581 



2125 
5760 



97.8844 
97.8844 



113.4747 



97.8844 165.9460 



97.8328 



10310 



8347 



16971 



10096 



4490 



15004 



11634 



6606 



14945 
19396 



9808 



9546 



21252 



8058 



4945 



24089 
2531 



4475 



6098 



97.8328 



97.8328 



97.8328 



97.7296 



97.7296 



97.7296 



97.6780 



97.6780 



97.6780 



97.6780 



97.6780 



97.6264 



97.6264 



97.6264 



97.6264 



97.6264 



97.6264 



97.5748 



97.5232 



97.5232 



24040j 97.5232 



172.1703 



309.6860 



458.4750 



166.8853 



468.2403 



125.8373 



604.9870 



45.2850 



rox 



0.9743 



27.5886 



1.7808 



20.1340 



8.7712 



13.3451 



47.1696 



272.8084 



154.6004 



2.3146 



287.0068 



0.4384 



11.6236 



0.3715 



0.6158 



1.9148 



112.0620 



445.5429 



259.5384 



224.8430 



3305.1771 



124.5399 



6.0020 



42.0070 



18.3030 



170.0291 



201 .6477 



126.6552 



239.0523 



30.7942 



75.5109 



89.3004 



1.1561 



7.2340 



34.4070 



-34.1479 



110.4635 



84.6732 



920.3425 



74.6083 



2.0103 



0.3722 



0.5583 



0.7311 



21.2847 



56.9545 



841.6006 



122.4612 



76.6181 



68.1771 



78.0201 



49.7110 



213.4587 



2.0674 



63.8689 



8.9991 



239.1954 



2.3547 



34.3944 



71.4582 



2.2495 



350.7433 



1513.7483 



63.2070 



4957.6607 



201.9357 



77.0060 



21.9317 



248.0543 



21.4473 



502.7917 



48.4333 



0.7088 



99.1027 



-18.6405 



115.4260 



17.5026 



224.5213 



110.1359 



125.9282 



773.8072 



33.1032 



625.9080 



67.9757 



876.9818 



1.0015 



591.8675 



4.8148 



0.5804 



0.2473 



3.4682 



0.3102 



51.4777 



383.9677 
5>7»9 79R7I 



2.8325 



11.7182 



71.4423 



333.7069 



104.1398 



1868.8558 



312.2025 



64.5836 



28.2164 



348.8435 



27.0436 



316.4540 



114.2217 



121.5643 



62.4710 



858.5613 



1Q 4f>K3 



215.7464 



1.2526 



5.0207 



317.0292 



128.3824 



98.1603 



104.3365 



373.3416 



23.7583! 



136.09311 



91.84641 



82.15211 



1100.94991 



35.41181 



17.23141 



124.28711 



75.15961 



58.40291 
133.2668 
27.4519 



37.0479 ! 
25.0551 



26.2033! 



49.13591 



47.96811 



230.42711 



186.68521 



41.64001 



30.87121 



16.9576 1 
35.2295 



21.54121 



79.85311 



48.1540 1 
33.7180 



45.0830! 



58.7700 ! 
89.7111 



28.0269! 



151.82481 



24.26241 



110.19531 



27.8152 1 
77.3708 
264.8772 



33.62411 



759.08891 



284.67091 



22.01891 



12.74661 



71.55391 
17.6819 



55.8216! 
62.8329 
102.1879 



43.7997! 



24.62611 



21.83701 
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TABLE 51 
Timepoihi 


I: EPINEPHRINE 
t(s): 24hrs 


Atty. Ref.44921i5090r01-WO/2105485 


GLGC Id 


UUA oCOiG 


Mean Tox *■ 


SDTox 


Mean Nontox 


|su Nontox 




97.5232 


678.6667 


202.1629 


312.2661 


87.1282 


1901 


97.4716 


51.5103 


3.4812 


72.1035 


66.0043 


11995 


97 471 fi 


CO A007 


0.5425 


67.8725 


29.5639 


18198 


97.4200 


223.5667 


0.9721 


230.7480 


62.4391 


1 9218 


97.4200 


47.6807 


0.8715 


71.3801 


31.9428 


23097 


97.4200 


133.0247 


18.6534 


70.5065 


23.7675 


10053 


97.4200 


49.2487 


0.7590 


66.8934 


* 38.0980 


18848 


97.3684 


16.4617 


0.3413 


27.1611 


1 1 .3058 


10028 


97.3684 


205.4137 


3.2177 


278.2003 


56.9774 


21796 


97.3684 


623.4527 


184.6330 


267.9207 


90.6188 
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TABLE SO: Epinephrine-Core Tox Markers 
Timepoint(s): 24hrs 



Atty. Ref. 44921-5090-01-WO/21 05485 



ggGC ID 



LDA Score 



Mean Tox 



SD Tox 



Mean Nontox 



SB Nontox 



21666 



99.2776 
99.1744 



26.5160 



0.5537 



6.1908 



23651 



7486 



1189.0270 



99.1744 



603.8436 



38.6977 



41.0596 



0.5324 



87.5030 



145.0774 



51.1809 



18128 



16049 



16416 



12422 



25450 



20589 



99.1228 



97.7840 



98.8132 



0.8931 



62.2973 



136.4916 



98.7100 



0.9762 



84.5417 



88.2642 



98.6068 



18.0022 



128.8727 



38.6044 



98.5552 



4.6111 



71.5753 



79.9457 



98.5036 



0.5908 



705.7920 



100.0363 



156.4907 



148.0740 



26.0286 



88.2297 



12.6402 



18.8585 



33.8216 



85.6816 



24869 



17570 



14970 



11843 



243 



20913 



14034 



25249 



15913 



16925 



23219 



20318 



15629 



23488 



16844 



18883 



1892 



18881 



11114 



15003 



385 



15503 



18108 



15002 



17530 



2413 



1375 



786 



13974 



15135 



16215 



2109 



24533 



16654 



13646 
15829 



98.5036 



89.4850 



98.4004 



1.5779 



219.0427 



155.9979 



98.3488 



0.6782 



36.4547 



209.9197 



98.2456 



1.8231 



98.0908 



125.3780 



80.6479 



14.4234 



792.8837 



73.8868 



97.8844 



10.8311 



106.9910 



621.4805 



97.8844 



1.1868 



80.2733 



97.8844 



0.2583 



152.4929 



81.8490 



84.1934 



97.7812 
97.7812 



0.6821 



137.9433 



101.0746 



40.1589 



642.3187 



32.5121 



97.7812 



46.1746 



97.6780 



0.1467 
14.1007 



975.4178 



1.3517 



21 .5528 



97.6780 



0.291 



44.0570 



21.6317 



97.6264 



0.9964 



34.2253 



60.2613 



97.5748 



0.4176 



2836.0520 



42.8957 



97.5748 



13.2871 



163.1527 



2828.8884 



97.5232 



30.6395 



2524.4427 



68.5704 



97.5232 



258.3548 



45.3147 



1211.4688 



97.5232 



6.3140 



59.7723 



18.6079 



97.4200 



5.9778 



785.0383 



31.5257 



97.4200 



382.0336 



-2.5247 



94.5369 



97.4200 



4.4773 



215.3473 



45.8836 



97.4200 



5.8073 



250.3110 



143.6030 



97.3684 



33.9669 



937.6463 



97.3684 



311.9264 



157.8583 



153.7763 



207.5909 



97.3684 



8.8256 



737.1813 



95.0549 



97.3684 



3.4232 



87.1750 



625.9727 



97.3684 
97.3168 



0.8159 



20.8183 



105.0913 



0.4460 



1001.5317 



31 .8745 



97.3168 



187.6777 



1805.3227 



538.4064 



97.3168 



222.7124 



381.4167 



994.6434 



97.3168 



1133.9577 



68.5701 



212.8355 



97.2652 



65.7596 



121.7623 



757.7591 



97.2136 



23.9496 



22.0607 



272.2374 



97.1620 
97.1104 



9.5395 



1122.2877 



6.3900 



163.9331 



577.3346 



43.2849 



61.7961 



20.5629 



16.2415 



114.4201 



40.5650 



19.2986 



26.2928 



22.2242 



177.5760 



23.5072 



7.7240 



30.0527 



13.0247 



913.5317 



26.7822 



391.7182 



8.0491 



37.7707 



188.4213 



22.7615 



39.6125 



23.8601 



184.6641 



23.6960 



104.5680 



34.0323 



11.5904 



143.4835 



216.5505 



44.1031 



158.9157 



84.4221 



7.7609 



154.8930 



25629 



1523 



15682 



24868 



20127 
13369 



11.2407 



97.1104 



0.4962 



61.8770 



51.0544 



97.1104 



0.9283 



123.1260 



86.5926 



97.0588 



12.9143 



76.4617 



212.0214 



97.0588 



1 .9705 



97.0588 



97.0588 
97.0588 



18.4540 



118.7850 



0.4151 



40.1933 



26.0513 



0.6384 



247.8743 



30.8397 



1.7131 



281.5172 



73.5249 



34.0593 



51.9488 



33.9263 



J2.4125 
21^2116 



59.2644 



22940 



84.3060 



1.6831 



70.4649 



20.4728 
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TABLE 50: Epinephrine-Cpre Tox Markers 
Timepoint(s) ! 24 hrs 



Atty. Ref. 44a^1 -5090-01 -WO/2105485 



GLGC id' 



13717 



loa score 

99.0712 



Mean Tox 



SD Vox 



Mean Nontox 



sd Nontox 

23.7583 
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TABLE 50: Epinephrine-Core Tbx Markers 
Timepoint(s): 24hrs 


Atty. Ref. 44921-5090-01rWO/21 05485 




1 Wm m\ n n Mil 

lua ocore 


Mean Tox . 


SD T<SX 


Mean Nontox 


SD Nontox 


24040 


97.5232 


858.5613 


317.0292 


373.3416 


133.6995 


21166 


97.5232 


678.6667 


202.1629 


312.2661 


87.1282 


1901 


97.4716 


51.5103 


3.4812 


72.1035 


66.0043 


11995 


97.4716 


58.4227 


0.5425 


67.8725 


29.5639 




» 7.4200 


223.5667 


0.9721 


230.7480 


62.4391 


9218 


97.4200 


47.6807 


0.8715 


71 .3801 


31.9428 


23097 


97.4200 


133.0247 


18.6534 


70.5065 


23.7675 


5227 


97.4200 


284.8487 


20.7484 


153.0970 


50.7078 


10053 


97.4200 


49.2487 


0.7590 


66.8934 


38.0980 


18848 


97.3684 


16.4617 


0.3413 


27.1611 


11.3058 


10028 


97.3684 


205.4137 


3.2177 


278.2003 


56.9774 


21796 


97.3684 


623.4527 


184.6330 


267.9207 


90.6188 
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I mdlc or, 
1 irnepoinn 


PDIMCDUblK 

crlNfcPHRlP 

sj, Of.o- nrs 


IE * 


Atty, Ref. ^921-6090-01 -WO/21 05485 


GLGC ID 


I DA Srnrp 


iviean , I ox 


SD Tox 


mean Notrtox 


sb Nontox 


OH CQO 


99.7415 


170.2108 


17.8746 


-10.0941 


54 1422 


Oyf *7H a 

lib 


99.3795 


83.0638 


44.2356 


-7.6759 


9 6679 




OO O "Tn f— 

99.3795 


101.2262 


21.4093 


9.7733 


13 5113 


/I C<1 o 


99.0176 


100.1628 


9.2839 


23.0663 


27 6873 


•i /I7C 


98.9659 


2131.2934 


1187.2397 


99.1846 


236 0731 


ioo4y 


HO r\ A A r\ 

98.9142 


419.5130 


34.5782 


174.2737 


61 4^1*5 




98.9142 


183.4034 


28.3841 


76.5220 


20 5864 


O <4 OO O 

1 21238 


98.8625 


110.8422 


41.3186 


-25.5080 


25 589*3 


22625 


98.8625 


288.1454 


124.1975 


64.9472 


26 9144 


OH*! £5H 

2U161 


98.7590 


283.5106 


45.0052 


35.6024 


36 8795 


h con o 

Ibolo 


98.7590 


194.4522 


99.2263 


39.8236 


20 492 e > 


O"! o 

21683 


98.7073 


187.7900 


12.6924 


48.5710 


35 0644 


io2oy 


OO 7A*TO 

98.7073 


383.5616 


293.5490 


93.0553 


39 5025 


ZoofZ 


98.6556 


555.1498 


216.9557 


52.3884 


68 5290 


12978 


98.6556 


329.5664 


109.3731 


77.0005 


48 5301 


1U1 ol 


98.6556 


604.7244 


207.4892 


125.0557 


110 9162 


2b2y 


98.6039 


i 164.3506 


51.0557 


20.7590 


13.2840 


A QACA 


98.6039 


259.6754 


203.7536 


28.0897 


34.0609 


1bo12 


98.5522 


269.9038 


57.0820 


i 66.9923 


34.2802 


567 


98.5522 


135.7288 


56.5042 


11.7060 


36.0499 


2ooa1 


98.5522 


162.5520 


44.4375 


41.5533 


21.0213 


; 2oob9 


98.5522 


376.3680 


133.3922 


41.0667 


56.3412 


A A A A r\ 

mio 


98.5522 


74.9128 


5.2741 


36.0679 


19 5003 


0/1/10*1 
244o1 


98.5005 


579.7786 


203.5851 


74.1401 


65 8132 


OCT 

357 


98.5005 


111.4196 


22.3553 


25.1729 


1 7.2240 


A QCQ7 


98.3454 


410.7850 


196.9638 


93.4415 


58.4374 


17908 


98.3454 


247.8356 


89.2240 


43.3927 


31.2296 


oc^ 

356 


98.3454 


229.7986 


49.0958 


40.7630 


43 8095 


25730 


98.3454 


513.9482 


88.0797 


223.3287 


70 4308 


13930 


98.2937 


541.6812 


170.7749 


109.4264 


59 3881 


223 


98.2937 


178.8056 


84.6612 


12.7804 


23 9861 


A t> A oo 

16122 


98.2937 


201.4534 


44.7091 


64.5007 


26 8626 


23868 


98.2420 


1389.5956 


403.1165 


212.1732 


214 4325 


355 


98.2420 


116.8578 


31.5423 


9.6020 


28 0037 


923 


98.2420 


154.5252 


82.8649 


16.6897 


16.1037 


20169 


98.2420 


277.0936 


95.7389 


72.8978 


72.7922 


11483 


98.1903 


331.7654 


63.7991 


98.4505 


41.2669 


21663 


98.1386 


1165.2894 


270.7719 


378.5087 


180 0980 


OO /I 

804 


98.1386 


189.0236 


66.4419 


51 .8934 


27 61 55 


46 


98.1386 


313.5256 


74.0148 


120.9001 


39 025^ 


20193 


98.1386 


57.2454 


16.2227 


12.5417 


12 870*1 


5297 


98.0869 


636.1846 


281.5152 


204.1140 


87.4082 


20433 


98.0352 


184.8048 


32.5754 


65.0037 


33 9370 


5384 


97.9835 


384.9230 


132.8474 


41.3148 


52.1603 


15829 


97.9835 


422.2494 


148.8760 


49.0116 


67.9183 


15083 


97.9835 


171.2682 


27.3645 


67.0638 


26.4706 


354 


97 9835 




325.2897 


161.4268 


73.4115 


15708 


97.9835 


68.0462 


26.7231 


5.2693 


17.7616 


12797 


97.9317 


101.6880 


13.3643 


47.5052 


17.5608 


352 


97.8800 


192.5686 


39.9891 


60.2376 


41.0027 


23679 


97.8283 


86.3938 


11.8022 


37.7964 


14.1923 


15301 


97.7766 


572.5162 


219.7328 


98.3793 1 


76.7665 
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ITABLE 5P: EPINEPHRINE 
i Timepoint(s): 3, 6 hrs 

" ILI 



363 



21653 



3455 



-D A Score 

97.7766 



Atty. Ref. 44921-5090-01-WO/2105485I 



1742 



1609 



17765 



16123 



3454 



19086 



19 



15300 



16080 



22412 



18396 



17401 



3404 



15082 



4133 



16025 



11940 



16074 



4318 



17589 



9815 



16081 



18713 



1581 



399 



1844 



21723 



1745 



1061 



16026 



22499 



24219 



5758 



21120 



25279 



17764 



20625 



19646 



15711 



16499 



21147 



904 



3799 



15414 



19031 
7751 
23567 
19184 



97.7249 



97.6732 



97.6732 



97.6732 



97.6215 



97.6215 



97.6215 



Me an Tdx 

419.1316 



105.5316 



269.1608 



281.7104 



118.7334 



1636.9828 



2256.6424 



97.6215 



97.5181 



97.5181 



97.4664 



97.4664 



97.4147 



97.4147 



97.3630 



97.3630 



97.3630 



97.3113 



97.3113 



97.3113 



97.3113 



97.1562 



97.0527 



97.0010 



96.8976 



96.7942 



96.6908 
96.6391 



356.9620 



159.1384 



189.6412 



509.6354 



940.0314 



103.3676 



213.8002 



142.5440 



1642.7358 



316.6988 



191.4824 



64.0094 



53.0716 



48.1170 



115.4958 



20.0936 



21.7392 



121.5864 



208.6630 



375.9924 



96.6391 



96.5874 



96.3806 



96.3806 



96.3806 



96.2771 



96.2771 



96.1737 



96.1220 



96.1220 



95.7601 



95.6567 



95.6567 



95.5533 



95.5533 



95.5016 



95.4498 



95.3464 



95.3464 



99.4312 
98.9142 
98.8108 
98.7590 



487.9414 



21.2000 



210.7696 



58.5174 



67.6086 



17.0476 



73.2400 



50.3252 



500.8952 



1258.2172 



237.1964 



442.4454 



2977.1100 



456.8968 



39.9698 



179.5744 



-5.5418 



35.6852 



32.7976 



649.1842 



-5.7218 



982.6658 
55.7776 
227.4204 
147.1298 



sbYox 



I Mean Nontox 



103.86631 



Isu Nontox 



36.23081 



117.8727 



56.6963 1 



44.6670 



41.51541 



115.9132 



36.8921 I 



138.5602 



249.3978 1 



32.6240 



206.13131 



870.5481 



118.12741 



1392.1893 



24.85171 



55.52971 



72.62191 



379.02121 
18.5126 



101.99861 



59.45361 



584.42951 



21.21991 



43.54291 



4.77481 



4.61471 



6.90001 



11.82071 



9.97671 



1.40121 



6.27651 



38.2141 1 



80.3421 



68.3975 1 



5.21497 



6.91391 



2.80001 



16.15161 



4.4648] 



12.33681 



8.12011 



77.03031 



121.11441 



12.02301 



35.83491 



324.56061 



51.05191 



21.44561 



33.37861 



21.90291 



3.27691 



4.19481 



137.66241 



104.5867 



67.3493 



74.7669 



322.9745 



241.4715 



16.6288 



92.0753 



42.1700 



603.1921 



210.0892 



48.8199 



103.9881 



104.1006 



25.1038 
186.5315 



3.5640 



6.2329 



78.7610 



87.3138 



221.3549 



296.6913 



8.9482 



161.9336 



99.0297 



27.6620 



73.7109 



158.9491 



20.7980 



295.5761 



728.8533 



152.8194 



292.9163 



1942.9901 



1082.0410 



149.1969 



89.3327 



57.5645 



18.0286 



64.3982 



12.58741 



381.4697 



120.67441 
3.6708 1 
26.5291 
47.51421 



23.8691 



258.9055 
26.6190 
45.3472 
18.3058 



206.4390 1 



394.5485 1 



486.7048 1 



114.15951 



111.55341 
11.5282 
63.3799I 



420 
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TABLE 5P: EPINEPHRINE 
Timepointtey 3. 6 fire 
GLGClD 



12999 



6054 



12979 



2331 



18350 



lu A score 



98.7073 



98.7073 



98.7073 



98.6556 



7516 



22667 



19012 
13633 



14763 



22681 



13634 



11873 



6532 



16124 



3808 



22765 



16053 



16136 



8759 



14117 



21579 



5675 
23314 



17506 



19011 



8053 



22958 



11088 



15212 



10182 



12969 



19075 



23626 
11021 
8314 
3817 
7471 
6217 
15051 
19723 
16314 



98.6556 



98.6556 



98.6556 



98.5522 
98.5522 



98.5005 



98.5005 



98.4488 



98.4488 



mean Tox 



1756.5374 



654.2018 



1116.3096 



2163.9720 



291 .0254 



889.7998 



SD Tox 



Atty : Ref. 44y^1-5090-.Q1-WO/210548£ 
ISean Npntox ' 



138.6348 



295.6701 



330.9860 



169.5989 



213.8867 



8.7395 



192.7286 



932.2302 
1017.1960 



515.9030 



719.6722 



438.7596 



17.4709 



108.1775 
159.6258 



145.4453 



98.4488 



98.4488 



98.4488 



98.3971 



98.3971 



98.3971 



98.3454 



98.3454 



98.3454 



98.3454 
98.2937 



98.2937 



98.2420 



98.1903 



98.1903 



98.1903 



98.1386 



98.1386 



98.1386 



98.1386 



98.1386 
98.0869 
98.0869 
98.0869 
98.0352 
97.9835 
97.9835 
97.9317 
97.9317 



1880.3100 



547. 9730 



871.9112 



689.2324 



1608.7652 



141.9492 



395.9836 



331.5860 



459.3384 



568.3832 



245.2786 



621.6554 
1539.4846 



169.7166 



1208.2564 



310.3878 



445.7316 



40.7278 



_286.4968 



376.9936 



259.9774 



230.6110 



146.8975 



310.7357 



130.6466 



84.2306 



105.9491 



223.2933 



37.6784 



63.5918 



111.5788 



173.1906 



116.5057 



54.3629 



119.1463 
620.7748 



53.3184 



312.8437 



382.5205 



140.0944 



50.3085 



58.4133 



455.2176 
340.8687 



24.0301 



300.2426 



819.1229 



147.4777 



«b Nontox 



448.6074 



229.3567 



559.1888 



22.5669 



117.6825 



109.1438 



35.6491 



1162.3826 



95.5227 



50.5107 



183.0800 



22.4150 



55.1817 



11.0571 



137.2593 



167.7702 



9.3908 



57.9787 



226.7950| 99.5 140 
644.2628 



140.9914 
311.6976 
398.5200 
196.6190 
303.7946 
293.6122 
295.3764 



48.0691 
51.7258 
25.8985 
92.0347 
114.6867 
68.2762 
49.7000 
66.9849 



_1 57.2537 
80.2665 
51.4166 



601.0513 



161.7129 



232.5878 



113.6213 



55.7180 



31.6820 



157.8627 



113.1016 



72.8989 
325.7648 

49.211" 
180.3736 
198.9423 

58.2228 
119.9003 
109.3153 

63.9732 



292.2744) 
" 92.2889! 



193.91631 



338.0670 1 



60.60231 



1 73.9500 1 



40.21711 



113.5174] 
103.9756 



99.8684 1 



83.87141 
207.2629 



115.18751 



126.2213 ^ 
89.4439 



207.25891 



21.47131 



86.17231 



39.24301 



56.06021 



221.75681 



33.16731 



135.2641 1 
200.8598 



25.81061 



123.8886 



45.3874 1 



63.3098 ! 
33.6357 



36.3182 



100.4641 



44.2629 



25.6307 



32.6827 
108.0945 
24.8297 
60.3209^ 
49.9844 
22.1304 
108.7666 
54.2319 
47.2996 
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TABLE 5Q: Epinephrine-Core Tox Markers 
Timepoint{s): 3, 6 brs ' 
GLGCTD I LD A Score 



PCT/US2004/000240 



Atty.;Ref. 44921 -5090-01-WO/21 05485 



(Wean Tox 



SD Yox 



nnean Nontox 



SSUontox* 



23679 



15301 



21239 



363 



17734 



17736 



21653 



3455 



1742 



1609 



17765 



16123 



3454 



20461 



11531 



19086 



19 



11530 



15300 



16080 



22412 



18396 



17401 



3404 



97.8283 



97.7766 



86.3938 



1 1 .8022 



97.7766 



572.5162 



37.7964 



219.7328 



97.7249 



419.1316 



98.3793 



103.8663 



105.5316 



117.8727 



97.6732 



36.2308 



3246.6368 



44.6670 



97.6732 



927.5498 



97.6732 
97.6732 



2289.5822 



894.5995 



1040.2773 



269.1608 



615.9135 



56.6963 



97.6732 



97.6215 



97.6215 



97.6215 



97.6215 



97.6215 



97.5698 



97.5181 



97.5181 



97.4664 



97.4664 



97.4664 



97.4147 



97.4147 



97.3630 



97.3630 



281.7104 
118.7334 



115.9132 



41.5154 



138.5602 



36.8921 



1636.9828 



32.6240 



249.3978 



2256.6424 



870.548 



206.1313 



356.9620 



1392.1893 



118.1274 



159.1384 



24.8517 



104.5867 



39.3302 



67.3493 



3.5153 



1657.1368 



86.2453 



674.6719 



189.6412 



404.1289 



55.5297 



509.6354 



74.7669 



72.6219 



1141.9942 



322.9745 



494.4777 



940.0314 



207.2001 



103.3676 



213.8002 



142.5440 



1642.7358 



316.6988 



379.0212 



241.4715 



18.5126 



101.9986 



16.6288 



92.0753 



59.4536 



42.1700 



584.4295 



603.1921 



21.2199 



210.0892 



14.1923 



76.7665 



59.5662 



19.8781 



478.8499 



340.7204 



40.0318 



42.1055 



21.3836 



286.6682 



281.3979 



44.3935 



29.6367 



45.3078 



281.1648 



27.1096 



72.9912 



158.9626 



130.2713 



40.9284 



29.7683 



30.7788 



226.6601 



45.2233 



15082 



4133 



16025 



11940 



16074 



19710 



4318 



17589 



9815 



16081 



18713 



1581 



399 



1844 



21723 



1745 



1061 



16026 



22499 



24219 



5758 



21120 



25279 



10071 



97.3630 



191.4824 



97.3113 



43.5429 



64.0094 



48.8199 



97.3113 



4.7748 



53.0716 



103.9881 



97.3113 



4.6147 



48.1170 



104.1006 



97.3113 



6.9000 



115.4958 



25.1038 



97.2596 



11.8207 



132.0752 



186.5315 



97.1562 



32.6093 



20.0936 



48.2437 



97.0527 



9.9767 



21.7392 



3.5640 



97.0010 



1.4012 



121.5864 



6.2329 



96.8976 



6.2765 



208.6630 



78.7610 



96.7942 



38.2141 



375.9924 



87.3138 



96.6908 



80.3421 



487.9414 



221.3549 



96.6391 



68.3975 



21.2000 



296.6913 



96.6391 



5.2149 



96.5874 



210.7696 



8.9482 



6.9139 



58.5174 



161.9336 



96.3806 



2.8000 



67.6086 



99.0297 



96.3806 



16.1516 



17.0476 



27.6620 



96.3806 



4.4648 



73.2400 



73.7109 



96.2771 



12.3368 



50.3252 



158.9491 



96.2771 



500.8952 



8.1201 



20.7980 



96.1737 



77.0303 



1258.2172 



295.5761 



96.1220 



121.1144 



237.1964 



728.8533 



96.1220 



12.0230 



442.4454 



152.8194 



95.9669 



35.8349 



534.8884 



292.9163 



105.5033 



264.8235 



46.6366 



20.9217 



29.2162 
8.4766 



30.3132 



22.2772 



4.5068 



8.9129 



20.0110 



66.7896 



52.5204 



60.0325 



4.9132 



34.8342 



32.4967 



13.5013 



45.1607 



46.8871 



11.9808 



84.1890 



206.4390 



43.9886 



67.1991 



107.4576 



7751 



23567 
19184 



99.4312 



98.9142 



98.8108 
98.7590 



9ft?.fi658 



55.7776 



227.4204 



120.6744 
3.6708 



26.5291 



258.9055 
26.6190 



45.3472 



J 11-5534 
11.5282 



63.3799 



147.1298 



47.5142 



18.3058 



24.0398 



423 
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Tiable 5Q: Epinephfiner-Core Tox Markers 
Tj mepointfs): 3, 6hts 

■Gc ip ilpa Score [Mean Tox 

129991 " 98.70731 1756,5374 



6054 1 



129791 



2331; 



183501 



75161 



226671 



190121 



136331 



226051 



147631 



22681 I 



136341 



118731 



6532] 



161241 



3808] 



227651 



160531 



161361 



87591 



14117] 



21579] 



5675^ 



126951 



233141 



17506] 
19011 



8053 1 



22958) 



110881 



152121 



101821 



129691 



19075) 



65851 



2459] 



236261 



110211 



8314] 



3817] 



7471, 



62171 



15051! 



197231 
16314 



98.7073] 



98.7073] 



98.6556) 



98.6556) 



98.6556) 



98.6556) 



98.5522^ 



98.5522) 



98.5005) 



98.5005I 



98.5005) 



98.4488) 



98.4488^ 



98.4488) 



98.4488) 



98.4488) 



98.3971 



98.3971 1 



98.3971 



98.3454I 



98.3454! 
98.3454 



98.3454) 



98.2937) 



98.2937 1 



98.2937) 
98.2420 



98.19031 



98.1903) 



98.19031 
98.1386 



98.13861 



98.13861 



98.1386) 



98.1386) 



98.1386 1 
98.1386 
98.0869 
98.0869 



98.0869) 



98.0352! 



97.9835| 



97.9835! 



97.93171 
97.9317 



654.2018 



1116.3096 



2163.9720 



291.0254 
889.7998 



192.7286 



932.2302 



1017.1960 



rox 

138.6348 



295.6701 



169.5989 



213.8867 



8.7395 



438.7596 



17.4709 



298.9122 



515.9030 



719.6722 



1880.3100 



108.1775 



159.6258 



86.8134 



145.4453 



146.8975 



547.9730 



871.9112 



689.2324 



1608.7652 



141.9492 



395.9836 



331.5860 



459.3384 



568.3832 



245.2786 



621.6554 



104.4010 



1539.4846 



169.7166 
1208.2564 



310.3878 



445.7316 



40.7278 



286.4968 



376.9936 



259.9774 



230.6110 



2421.0914 



1898.8080 



226.7950 



644.2628 



140.9914 



311.6976 



398.5200 



196.6190 



303.7946 



293.6122 
295.3764 



310.7357 



130.6466 



84.2306 



105.9491 



223.2933 



37.6784 



Atty. Ref. 44921-5090-01-WO/2K 

Mean montox ssn Nontox 

292.2744| 



nontox T sl 

330.9860 f 



53.3184] 
312.8437 ) 
382.5205 I 
140.09441 



50.3085) 



58.4133] 



455.21761 
340.8687 



46.8640) 



24.0301] 



300.2426) 



819.1229) 



147.47771 



448.6074) 



229.35671 



559.1888) 



63.5918 



111.5788 



173.1906 



116.5057 



54.3629 



119.1463 



32.7881 



620.7748 



50.5107 
183.0800 



22.4150 



55.1817 



11.0571 



137.2593 



167.7702 
9.3908 



57.9787 



359.2627 



22.5669) 



723.9863 



99.5140 



48.0691 



51.7258 



25.8985 



92.0347 



114.6867 



68.2762 



49.7000 
66.9849 



117.6825) 



109.1438) 



35.6491 1 



1162.38261 



95.52271 



157.2537) 



1.30021 



80.2665) 



51.41661 
601.0513 



161.71291 



232.5878) 



113.62131 



55.7180) 



31.68201 



157.8627) 



113.1016) 



736.8839! 



121.39181 



72.8989) 



325.7648) 



49.21171 



180.37361 



198.94231 



58.22281 



119.9003) 



_1 09.31 53 1 
~ 63.9732 



92.288m 



193.91631 



338.06701 



60.60231 



173.95001 



40.21711 



113.5174 1 
103.9756 



36^3211 



99.86841 



83.87141 



207.26291 



115.18751 



126.2213] 



89.4439^ 



207.25891 



21.4713) 



86.17231 



39.24301 



56.06021 



221.75681 



33.1673] 



135.2641 ) 
31.2192 



200.8598 1 



63.3098 ! 
33.6357 



36.3182 1 
100.4641 
44.2629 
25.6307 



413.83391 



267.6246 1 
32.6827 

108.0945 
24.8297 



60.320m 



49.9844] 
22.1304 
108.7666 



54.23im 
47.2996 



424 
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TABLE 5R; EPIRUBICIN 
Tlme pointfs 



epoint(s): 6, 192 hrs 
ZClD ILDAScore 



Atty. Ref. 44y2^090i0l..WO/2105485| 



20065 



22773 



23491 



10540 



2143 



3910 



15884 



2324 



8599 



15638 



3244 



9528 



20092 



20902 



2133 



15623 



634 



23569 



17764 



18654 



1016 



18031 



23033 



18957 



20518 



635 



25619 



25525 



20601 



20876 



25237 



25066 



187 



10888 



1291 



17936 



16607 



17868 



409 



20972 



17379 



2012 



1827 



20762 



25445 



24874 



25569 



25070 



18061 
16081 
18967 
20960 1 



MeanTox 

93.6486 1™ 64.5336 



92.3077! 284.2659 



90.0208! 64.4093 



89.9584! 79.6845 



88.46151 205.6084 



87.94181 117.9722 



87.8274! 428.9210 



87.7859 100.4435 
87.2557! 161.8975 



87.1622! 563.8050 



87.16221 194.1251 



87.0062! 



86.6944! 



39.5442 



37.2246 



86.6424 1 136.3531 



86.5385! 



46.9168 



86.3306! 245.5920 



86.2578! 233.1804 



86.0707! 150.447Q 



86.0603 2515.6909 
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10.2207 
16.8457 
56.0592 



17.6130j 
860058 
20.3510 
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Igc id 



13083 



15087 



20735 



LPA Sfeore 
99.2761 



98.8625 



98.7590 



25567 



20734 



1884 



3430 



17336 



98.7073 



Mean Tox 

143.3200 



49.1638 



156.8356 



98.6556 



98.3454 



98.1903 



19894 



13339 



10544 



25964 



10248 



98.1386 



97.7766 



261.2344 



230.1810 



247.5826 



212.7678 



189.1080 



97.7249 



97.1562 



97.0527 



96.8976 



38.8984 



446.0524 



621.0880 



579.5536 



20801 



1571 



17959 



25379 



22411 



1316 



4749 



23419 



15253 



20740 



21065 
21170 



18897 



4748 



15494 



8385 



22149 



19022 



1570 



4391 



692 



1048 



5758 



5618 



18713 



25741 



23042 



25435 



13359 



17868 



1031 



96.8459 



96.8459 



96.8459 
96.6908 



96.6391 



96.6391 



96.3806 



96.3289 



96.2771 



96.1737 



95.9152 



95.9152 
95.7084 



95.6567 



95.5016 



95.2430 



95.1913 



95.1913 



95.1913 



95.1913 



95.1913 
95.1396 



94.9845 



94.8811 



94.8811 



94.7777 



94.7777 



94.7777 



94.7260 



10.3804 



560.9118 
124.08481 



«uy. rs?r. 44921,5090-01-WO/2105485| 
61.9043 21.66ft?] 



8.2301 



5.1580 



24.8554 



33.0818 



38.2069 



15.4227 



13.1173 



6.0547 



124.8880 



36.3859 



26.8199 



1.5050 



75.9608 



290.1124 
196.14641 



9.9768 



33.2546 
32.6060 



9.7738 



247.9661 1 



8.8766 1 



101.72441 



48.5522 1 
47.47261 



67.0123 I mqrt7 
94.2223 ! 4R« qq-i1 
146.86961 



107.6670 1 



15.55441 



189.35091 



418.47841 



430.21951 



306.7008 
78.32211 



31 4.9680 1 ?fin ?ipj 
16.21641 



183.1822 
194.5946 



273.3598 1 



3.0724] 



7^1581 



220.5001 1 



347.5576 37 



^1780115,34 16 



198.2721 1 
207.3125 



780.8648 9ap 53 



108.22121 



64.0334 
23.4838 



6.56721 



66.48081 



3.12931 



32.7124 



80.0904! 



4.7508! 



4.4235 



30.1844| 



65.63681 



8.01441 
11.4627 



159.2470! 



44.14741 



3.48621 



1.2506| 



102.1 954 r Z~2jj573 



1S6.9424 17 9 9ftfi 



120.7273 1' 
44.6483 



188.7068 2? 9Q7* 



106.29181 



1.3618| 



136.7682 



1126.7468 fi7 <vc\A 



20.6124 



0.6174 



94.6743 



17468 



23344 



17326 



15510 



94.6743 



94.6225 



94.6225 



94.5191 



94.4674 



1943 
15560 
23061 



94.4157 
94.3640 
94.3640 
94.3123 



31b.6112| 2«7i«o 
7.88111 
4.8069 



168.7624 



4.4656 1 



67.3408! 



14.15701 



40.9287 



^3.1472 24 4Q 9*' 



20.7383 



110.6578 



41.4512 



6.0793! 



312.8444 



2.5169| 



136.4057 
73.9500 



8.5720! 



59.0650 



iu3.05i2 | gsggj* 

17.2712! 
18.1488 
2.6627 



258.7436 



193.4632 
106.5466 1 
19.8352 



42.3484 



281 .2604 
62.4307 
_ 38.4841 
56.6232 



7.6289 1 



64.3562! 



87.1565 1 
"65.2285 



3U.7610 2ft~77 9R 



83.5683! 



18.50231 



172.0863 53.6339 ! 
J03^560^|_35J979 
190.4498 49.6170 " 
92.2423! 37.2974! 



67.68191 



56.4910| 



449.8457 143 I fi-Hi 



16.71231 



16.17991 



64.7550 1 
44.77321 



13.1609 1 
53.38531 



21.6509 



27.3335 



35.6521 1 



32.2165 23.43QQ 



/29.5331 "2Q?T0RTi 



, 53.196 91 
204.9095 5fimi7 



21.51741 



_20.712d 
44.6227 



19.18611 
10.9062 



47.1229 
_2^4297] 
_54 1 4386j 
19.5604 
17.5475^ 
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mtJL^ST: Hydralazine^breToxMarkere 
Tttnepoint( s ): e hrs 1 • 



PCT/US2004/000240 



1521 
18190 



13420 



1921 



23310 



945 



18946 



24106 



21656 



18957 



23892 



20762 



15446 



18209 



22385 



18820 



17589 



16601 



1928 



17957 



14066 



436 



16955 



727 



25711 



18043 
11152 



24283 



12848 



LDA Score 

94.2606 
94.2606 



94.2089 



94.2089 



jWean r ox |SbT 6x 

133.3518 17*^480 
104.4 6141 3.4337 



A^^Kef;'449g1 : buyu-01-WO/2105485 
^Sean Nontox 



643.8456 55^5188 



94.1572 



93.9504 



93.7435 



93.6401 



93.6401 



93.5367 



130.4758| 22.4S7Q 
121.0986 



. 34.003QI 
30.7076 



7.7792 



9.4963 



48.17901 



3.0945 



20.88061 



5.6697 



2.4819 



93.4850 



93.4333 



93.3816 



^85.0618 ififisnn 



63.0390 



93.3299 



93.2782 



93.2265 



93.1748 



93.1748 



69.11561 



7.1285 



3.7502 



425.6222 30fiinn 



123.0876 



234.0026 1 



5.5037 



88.4046 1 



17.9207 



23.0494! 



3.8870 



93.0714 



93.0196 



92.9679 



92.8645 



92.8645 



92.8128 



92.7611 



92.7094 
92.6060 



3900 



22407 



16342 



20714 
482 



25257 



20921 



17658 



20083 



3762 



1581 



23950 



17158 



16026 



21104 



20741 



19749 



11454 



5033 
21351 
11728 

9551 
13270 



92.5543 
92.4509 



14.8828 



6.7302 



612.93761 



1.2193 



100.38301 



10.0815 



82.6706! 



12.8643 



2.6372 



01.0144 12.4 14S 



351.1696 24_ nn«fi 



250.8246 



60.4372! 



5.8409 
5.8554 



1UU.0874 1fi fiQi7 



336.3804 3fi S? iq 



92.4509 



92.3992 



92.3992 



92.3992 
92.3475 



92.3475 



92.3475 



92.3475 



92.3475 



92.3475 



92.3475 
92.2958 



92.2958 



92.2441 



92.1923 
92.0889 
92.0889 



j _ 92.0889 



92.0889 
99.4829 
99.3278 
99.2761 
99.1727 



56.7636 



46.4060! 



4.8815 



30.16381 



9.3354 



6.7989 



145.0898 3B.4 a.-U 



56.6232 
36.3614 1 
41.28601 



6.2416 



2.6050 
4.8405 



1U3.9680 

89 187 01 13.7751 



20.4468| 



13.09121 



3.4186 



60.4542| 



3.5158 



2.8419 



381.3852 1ft 7im 



68.3514 



142.4649 



_ 449.4092 
81.5571 



01 2448 TTT flT* 



SU2.2852 ma ma 



237.9962 M m? 
175.6340 ' 



9.9545 



1M5.6502 31.BRQ1 



62.3318 
258.2222 1 
758.2678 
80.6988 
753.1340 
796.8730 ' 
476.3998 



4.5405 
10.1641 
14.0368 

6.2490 
68.6619 
49.0184 
65.5985 



79.1103 



-12.4155 



13.8638 



27.1419 



39.6907 



913.2878 



43.9236 



91.5013 



303.8692 



88.5967 



148.7964 



94.9261 



6.2261 



27.12581 



573.3866 



66.2742 



111.0196 



58.2971 



534.1851 



222.3852 
27.9624 



62.8439 



214.4555 



84.0133 



26.6783 



8.1642 



262.9633 



34.9010 



7.0023 
109.9989 



70.6630 



49.6330 



41.4294 



40.5189 



42.2743 



297.2422 



58.9087 



744.8099 



158.0972 



126.3519 



123.0799 
42.0015 
210.0320 
683.2052 
12.1389 
380.7892 
498.5805 



35.8774 



100.5780 



23.6977 



28.4253 



31.0088 



10.5136 



10.6941 



13.3864 



164.5502 



10.1395 



17.0914| 



72.85271 



32.07521 



70.9091 
46.6153 
8.8905I 



12.9479 



132.11351 



17.5071| 



31.37671 



17.27891 
180.8971 1 



33.12181 



21.92181 



21.71821 



89.47381 
26.76971 



13.1691 1 
13.2507 



69.4955! 



12.49061 



32.3092 1 
77.87821 



18.2516 1 

23.9242 

20.5741 



21.6018 



16.75551 



61.43051 



13.06781 



211.21311 



46.90471 



35.6131 
39.9077 
13.4042 
63.8915 
151 .6138 
20.91SQ 
93.2638 
85.2638 
60.4464 
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TABLE 5T: H 
TimepoinUs). 
GLGCID I 

23673 
13029 


lydralazine~-C< 
6 hrs 

LDA Score . 

96.6908 
96.5874 


>re Tox Markers 

Mean Tpx 

209.5468 


' Atty.F 

' .. 
SD Tox 

7.9002 


let ^4921-5090-0 
360.8423 


1 -WO/21 05485 

suNontox 

128.9266 


21311 
22677 

3979 
22666 

3615 
19082 

6888 


96.5874 
96.5874 
96.5874 
96.5357 
96.4840 
96.4840 
96.4323 


435.5570 
252.0194 
426.8144 
116.0628 
125.0378 
575.8332 
289.2080 
1068.6526 


85.3821 
18.5667 
74.5008 
24.6605 
7.3520 
43.2667 
11.0645 


201.6063 
173.1230 
154.5159 
49.4074 
78.9438 
305.7159 
223.3971 


84.8801 
35.7047 
88.3326 
22.1134 
39.9018 
136.9796 
34 5298 


12098 
3953 

18673 
6053 
4432 


96 3806 
96.3806 
96.3806 
96 3289 
96 3289 


On QQA& 

201.1584 
237.2430 

00.^040 


93.9476 
33.1508 
13.2141 
27.7351 
5.1090 

*"> A A A O (~\ 


691.3709 
r -8.9047 
118.9865 
143.5021 
1 1 .4704 


176.1165 
39.2096 
36.8447 
35.7604 
11.8845 


5953 


96 3289 




21 .4180 
17.2572 


46.0566 
290.3810 


26.6820 
71 .8326 


8303 
21973 


96.3289 
96.3289 


92 3654 
94.0224 


ft C\7R0 


50.7243 


18.0310 


2687 


96.2771 


62.2784 


1.4839 
2.6128 


84.8166 
100.0773 


31.2021 
25.5429 


2729 


96.2254 


276.0500 


17.5150 


480.2069 


152.8510 


2042 


96.1737 


320.1662 


58.4861 


142.4172 


69.3252 


23998 


96.1220 


83.0044 


19.9299 


37.4956 


13.9322 
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ITABLE 5U: IFOSPHAMIDE 
Timepointfs): 48, 144 hrs 
IGLGClb 



^Ref 44921 -6090-01 -WO/21 05485 



1632 



4010 



lpa Score I Mean tox | sb Tox" 

93.9252| 21.92561 "T .7059 



1780 



20734 



8587 



25790 



16708 



20224 



14543 



18596 



4338 



1827 



24844 



16260 



695 



1904 



305 



25306 



16272 



20232 



20509 



16610 



24697 



16899 



25262 



385 



2881 



20313 



12022 



1463 



20073 



5159 



348 



15380 



1265 



15777 



17709 



25290 



17226 



19326 



2832 



1765 



11113 



15776 



24643 



25365 



1808 



11218 



19795 



92.73101 



92.4195T 



83.06571 
35.5666F 



23.0504 



92.3676] 144.95211 



5.7305 



92.3157] 20.88031 



23.4277 



92.Z538| 35.61521 



4.2288 



5.7390 



91.84841 88.5919 iTfifisZ 



91.7965| 26.1801 



1671 
"2947| 
216521 



91.53691 



91.27731 
91.2253 
91.2253 



48.5444I 



4.6261 



90.9657I 



10.53401 
69.7044 
16.2629 



13.3595 



2.2310 



6.6279I 



4.9022 
9.8338 



90.4465! 45.432QI 



6.2995 



90.2908! 53.2826) 



8.2771 



90.2908) 47.5752T 



3.7848 



90.1350| 22.32191 



5.7608 



9.1616 



90.1 350I -11.1511 ~T^4777 



90.0312 
89.9792 



25.6340 ) 
12.6166 



8.0024 



3.2958 



3.0939 



89.9273 20.0840 
89.7715 499.3631 1 l& fi&k 
89.51191 105.8682 



9.8884 



89.4600! 32.91 50 4^fl 



89.1485 28.4856 



89.14851 
88.9927 



88.83701 



1 1 .8336) 
252.2559 



3.1939 



5.9556 



8.0980! 



62.0365 



88.8370! 23.3220l 



9.4173 



Mean Nontax 

49.1647 



36.4157 



49.4382 



94.5444 



sp Nontax"^ 

16.3980 



46.9120 



41.8238 



59.4251 



157.9072 



54.4380 



5.1087 



21.6064 



93.0153 



75.3003 



54.7281 



79.8531 



69.0072 



84.8968 



53.6244 



24.5808 



25.5523 



16.94621 



50.4168 



27.4022 



36.0410 



756.9499 



155.6203 



20.0086 



42.4705 



46.0511 



398.2385 



5.1564 



88.3697 637.2336 174^2?^ 



88.2658 



2.9439T 



8.0267 



29.3879 



49.3675 



362.0256 



87.9543 336.61011 76^03S 



87.69471 47.51341 



9.5651 



87.6428 1163.6321 88.1712 



87.4870 13.2800 
87.4870[ 15.14531 



9.0537 



5.2606 



87.3832 131.6908 ~17^177 



87.1236 587.724g l 84.2770 



87.1236 



86.8640 



86.8120 



86.8120 



86.7082 



86.7082 



86.6044 



86.3967 



86.3448 



86.3448 



86.3448 



269.8507! 



69.17331 



29.5324 



120.51401 



6.3079 



47.82161 



13.6626 



40.0215 



172.3420 



81.4591 



936.7430 



32.1539 



35.8179 



181.8362 
388.4657 



190.1852 



14.1942 



9.6220 



151.7243 



215.9132 



9.7790 



5.7119 



38.1513 



9.7635 



22.4822 



50.8641 



7.4931 



5.3248 



86.3448 
86.2928 
86.2409 



34.0938 



345.9002 
24.4228 
16.3704 



30.2508 



55.9080 



150.9123 



83.6380 



36.4740 



244.3187 



69.3391 



47.811- 



13.5264 



83.9734 
9.0045 
19.2389 



97.1407 



128.0294 



68.0481 



587.3977 
51.3409 
25.6408 



16.38001 



40.99541 



8.72911 
21.2727 



47.7747 
38.8846 



24.03011 



17.908CM 
39.3159 
26.0163 



23.84531 



16.9726 



10.94871 



15.07671 



181.84081 



42.97151 



13^720^ 



14.53601 



22.7486 



92.62661 



10.89371 
23.7717 



132.66601 



19.47061 



76.15631 



28.97671 



371.07951 



1lT5TTcfl 



18.43™ 



42.2679] 



110.4809 



46.8537! 



24.3541 



24.0289 ! 
31.6316 



19.60531 



74.29671 
74.1356 



33.80181 



156.91111 



49.1823^ 



27.36561 



174.97451 
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TABLE 50: IFOSPHAMIDE 

Timepointfs): 48. 144 hrs 
(St rsn in li r%* o. — i 



6577 



938 



LDA Score 

86.2409 



Mean Tpx 

150.3376 



9.6093 



Atty. Ref. 44921 -5090-01-WO/21 05485 
"Mean Nontox 



SSTox 

9.2802 



3.2930 



231 .80571 17.908? 



123.4940 



sb Nontox 

35.7175 



625.1376 104.2356 

160.7589 60.1974] 

91 .3499 24.6679] 

44.4666 18.2384] 

11.9589 22.6823! 

217.3893 93.2963] 

4996.0023 1069.3956 

97.6164 39.0480 1 

20.4105 11.3700 

27.5777 12.2626 , 

221.4037 65.8713 

41.9456 9.140~3] 

42.5670| 23.72191 



384.0977 115.491? 



245.7739 69.5059] 

1144.1357 341.8948] 

250.5000 55.4897 ^ 

410.2238 103 .7573 



111.1332 31_ l 382 fl| 

51.3574 21.9794 1 

307.3939 85.4952 

13.2468 32.8732 , 

101.4006 31.7853 

447.6795 137.3423] 

272.7479! 88.21841 
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(TABLE 5U: IFQSPHAMIDE 
Timepoint(s): 48. 144 hrs 

r^i nr* ir\ i «« 



(GLGCjD 

6276 



12796 



LDA Score 

95.6386 



2962 



2424 



23288 



14594 



5710 



2657 



4954 



8712 



10070 



5433 



95.6386 



95.5348 



95.4829 



95.3271 



95.2233 



95.1194 



94.9117 
94.8079 



94.7560 



94.7040 



3952[ 



94.6521 



124261 



94.3406 



151081 



94.2368 



5890T 



94.2368 



Me an Tox 

16.9686 



-12.9629 
59,8316 



744.0810 



162.0457 



37.3820 



64.4711 



404.4319 
75.8566 



93.8463 



34.6609 
48.3568 



142.5596 



36.4587 



7447[ 



94.0810 



7698I 



93.8733 



163351 



93.6656 



93.6137 



4779 93.5618 



33521 



101711 



93.5099 



81031 



93.5099 



93.4579 



1ST 60 93.3541 



16034 



3899I 



93.3541 



213641 



93.3022 



"9521) 



93.1983 



2075 



93.1464 



192141 



93.0426 



148421 



92.8349 



221871 



92.7830 



217821 



92.7830 



93521 
80391 
10453 
11408 
5095 
9554 
3265 
3637 
22405 
7264 
16686 
6737 
2526 
8557 
10690 
22480 
5990 
6496 



92.6791 



92.6791 
92.6791 
92.6272 
92.6272 
92.6272 
92.5753 
92.4714 " 
92.3676 " 
_ 92.3157 " 
92.2638 " 
92.2118 " 
92.1080 " 
92.1080 
92.1 080 ~ 
92.1080 " 
92.1080 
92.0561 
92.0042 
91.9522 



33.5728 



144.1226 



54.7359 



74.4883 
88.6708 



40.2461 



721.7098 



91.0491 



-7.6890 



87.2868 



109.7919 



iWean Nontox 



SD tox 

15.6448 



11.2831 



8.6970 



64.6463 



22.1140 



25.3448 



7.2831 



47.1948 



48.3559 



20.1516 



9.5241 



7.0044 



15.2222 



34.9450 



7.3179 



16.6702 



9.9771 



11.5063 



40.5413 



5.2003 



75.5300 



22.1459 



9.1160 



16.4703 



60.4683 
72.5470 



55.8598 



25.9816 



103.0190 
41 .7692 



117.4927 



456.9711 



272.3246 



-20.8144 



115.7780 



214.9007 



300.5078 



10.3414 



79.8852 



97.6852 



220.9986 
-53.9307 



SU Nontox 

46.18801 



26.8851 



62.0544 



26.61691 



29.50121 



86.21871 



120.2101 



49.3580 



75.1760 



237.2963 



104.1249 



149.5131 



266.6131 



66.4230 



447\0m]]^J32^73 



180.0318 



54.2286 



213.1044 



21.0169 



39.8668 



44.3953 



127.8322 



49.3027 



409.4556 
38.6721 



378.4376 
68.3052 
53.9392 
32.4582 
416.0853 
40.4331 
41.5882 
15.1582 
133.8187 
27.2209 
118.8172 
177.6041 
236.0059 
124.4789 
26.9454 i 
67.8894 
483.3228 
91.6501 
72.4361 



9.0144 



8.3172 



22.3277 



12.6519 



129.1747 



27.8222 
53.4050 
18.3267 
16.4808 
18.6918 
28.8365 
14.8696 
12.8118 
7.5334 
32.5703 
_ 10.8354 
33.9194 
46.8049 
26.3307) 
33.6220 " 
4.5462 " 
14.8504 " 
40.6774! 
25.0566 " 
17.2609" 



218.6182 



-11.5877 



262.2539 



91.8144 



89.0395 



37.8946 



102.6669 



867.5699 



122.8371 
552.6199 
140.0283 
132.5562 
129.4645 
567.1313 
97.1900 
98.6859 ' 
41.6123 " 
238.9619 " 
72.6050 " 
234.5096 " 
85.4628 " 
326.7278 " 
298.5563 

6.3091 " 
144.3945 
361.6884 
188.0613 " 
128.0111 



40.6853 



24.19311 



30.75951 
47.2443 



17.3590 



47.28721 



37.72801 
92.6222 
58.2329 



35.8785 1 
123.5654 



22.2810 



28.0498 



63.3805 
39.3891 



267.7624I 



47.2701 1 
96.8881 
49.5285 
49.1075 
55.9234 
110.1052 
33.8327 
36.9127 
22.4054 
59.6023 
47.7981 
69.1124 
68.4928 
58.8308 



51.0405 
71.5924 
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TABLE 5U 
Timepointfe 



5726 



8158 



10277 



3781 



4750 



17552 



22708 



19159 
12805 
2492 



22308 
5595 
5370 



IFOSPHAMIDE 
): 48, 144hrs _ 
LDA Score fMein Tox 



Atty. Ref. 44921-5090-01-WO/21 05485 



91.9003 



91.8484 



91.8484 



91 .8484 



91.7445 



91.6926 



276.9497 



47.5982 



213.3934 



25.4588 



-8.0857 



91 .6926 



91.6926 



91.6407 



91.6407 



91.5888 



129.3269 



54.2706 



165.1820 



347.2374 



46.1116 



91.5888 

91.5369 " 

91.5369 



191.2070 



311.2068 
133.1074 
44.2783 



SDtox 

35.3796 



14.2846 



48.7506 



9.4491 



12.0879 



39.4346 



13.2305 



16.0246 



57.9407 



Mean Nontax 

396.4401 



10.1198 



34.7816 
57.2959 
12.8488 
20.8570 



92.5981 



403.2356 



82.9826 



30.3861 



255.8295 



100.7306 



252.7250 



243.3276 



12.1679 



110.1686 
130.6294 
188.8985 
134.8288 



sb Nontox" 

70.1076 



28.6611 



114.7865 



42.3476 



26.3140 



84.7185 



33.8001 



71.8390 



58.7902 



53.7115 



42.6341 
104.9578 
46.4980 
63.6771 
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TABLE 5V: Ifo 

Timepbint(s): 

GLGCID 


sphaniide-Core 
48, 144 hrs 
loa score 


' Tox Markers 
Mean tox 


Atty : : } 

SDTox 


*ef.;44921 -5090-0 


\ 1 -WO/2 1 0*54fi^ 


1765 

A A A A o 

1 1 1 1 c 

1 ^77R 
I \J 1 l o 

9 AAA'S 


86.8120 

Qp 7HOO 

fie. 70QO 
oo.oU44 


47.8216 
14.1942 
151.7243 
215.9132 


9.6220 
9.7635 
22.4822 


mean Nontox 

83.6380 
4 36.4740 
244.3187 


3D Nontox 

31.6316 
19.6053 
74.2967 


ocooc 

I ouc 
1 1 91 q. 


QC one? 

oo.o9o7 
00. 3448 

QC O Vl A O 

06. 3448 


9.7790 
I 5.7119 
38.1513 


50.8641 
7.4931 
5.3248 

30.2508 


69.3391 
47.8117 
97.1407 
128.0294 


74.1356 
33.8018 
156.9111 
49.1823 


i y / yo 


QC O A A O 

00. 3448 


34.0938 


13.5264 


68.0481 


27.3656 


1fi7 
IO/ 


QC Oil / O 

ob.o448 


345.9002 


83.9734 


587.3977 


174.9745 


9QA7 
^y*f f 


ob.z928 


24.4228 


9.0045 


51 .3409 


20.3344 


^ 1 OOi 


ob.z409 


^ 16.3704 


19.2389 


25.6408 


11.2378 


R^77 


QC O A r\c\ 

8b.z409 


150.3376 


9.2802 


123.4940 


35.7175 


1 300 


ob.z409 


9.6093 


3.2930 


t 21 .0064 


10.0987 


<c.O r OQ 


ob.z4U9 


33.1944 


8.5889 


65.7206 


19.4755 


909*10 


00. 1890 


24.6803 


11.0628 


56.1610 


17.5939 


9J.^Q7 
Z*rOy / 


ob.1 890 


561.1767 


51.1917 


483.0641 


109.4266 




QC «t 0*7 •< 

ob.1o71 


41 .7076 


8.2689 


60.5223 


14.3267 


ZOO/ 1 


00. 1371 


36.6171 


8.0319 


54.8128 


15.1105 


907**9 


QC A OTH 

ob.1 371 


12.7066 


4.1574 


23.3332 


9.0825 


1 ^797 


QC H 0*T«4 

86.1371 


16.3477 


7.4304 


39.3159 


13.5947 


1fiQ47 


QC rjQOO 


50.5529 


10.1535 


76.5861 


22.0020 


1fiQfi9 


qc noH 0 

oo.98l3 


6.9492 


6.2045 


28.2084 


13.7644 


9^0RQ 

ZOWOy 


oo.9z94 


31.9091 


4.3861 


44.3683 


10.8900 


91 *^ 


QC 770C 

oo, a 736 


289.2098 


43.1231 


220.9612 


123.1106 


io^aa 


QC 770/? 

00./ 736 


353.9149 


29.0669 


431.7080 


65.7848 


ZU*fOU 


QC 7"7rtn 

00. 7736 


52.3184 


7.1360 


72.6463 


22.4439 


OOCRC 


85.7217 


34.9232 


7.1230 


51.8690 


12.9006 


I OO I u 


QC C^rtO 

00. 6698 


| 38.2432 


6.9779 


56.7156 


15.2127 




85.6179 


752.3984 


55.8953 


625.1376 


104.2356 


9R770 
ZOf f U 


QC CH -7^ 
OO.OI79 


69.4238 


33.3087 


160.7589 


60.1974 


oo 


QC cccn 
OO.0659 


97.7782 


5.3308 


91.3499 


24.6679 


1 7RQQ 


QC £T A A r\ 

OO.5140 


61.2944 


7.7884 


44.4666 


18.2384 


cUOOD 


QC CZA Af\ 
00.0140 


35.1599 


9.6132 


11.9589 


22.6823 


£. I ODD 


QC OCOO 

00. 3583 


113.1301 


31.5776 


217.3893 


93.2963 


*+oo 


Qc 0 r 0 *"i 

85.3583 


3398.0386 


634.4508 


4996.0023 


1069.3956 


! I 57HZO 


OCT OAOO 

85.3063 


57.2618 


11.3319 


97.6164 


39.0480 


I OOO 


OC lAOl 

85.3063 


37.6693 


8.3923 


20.4105 


11.3700 




85.3063 


8.8614 


7.9366 


27.5777 


12.2626 


1 7497 


85.2025 


323.6780 


57.0555 


221.4037 


65.8713 


1 7^no. 

I / OUO 


OC O OOF" 

85.2025 


33.7866 


2.8455 


41 .9456 


9.1403 


1 R9 
I OZ 


Q A c\ a or\ 

84.9429 


20.8002 


17.6035 


42.5670 


23.7219 


1 U 1 uo 


84.8910 


91.7666 


10.7510 


63.6700 


27.1232 




Q A "7 0*7 

84.7871 


16.5914 


5.3296 


31.9805 


12.8094 


T7QQ 


Q/f CQOO 

o4.b833 


248.9998 


58.6310 


384.0977 


115.4912 


109R 


Qvl C07C 

84.5275 


10.6336 


5.2061 


33.1574 


21.1802 


2464 


84.5275 


32.8120 


3.7668 


39.8959 


13.1058 


1024 


84.4237 


21 .5096 




44.491 U 


18.9310 


10510 


84.4237 


231.8057 


17.9081 


245.7739 


69.5059 


8515 


98.3385 


1P5 2183 


33.1208 


516.7584 


139.8226 


1831 


97.3001 


61.1163 


13.5200 


193.4309 


75.5834 


26150 
1687 


97.0924 
97.0405 


239.4870 
641.7103 


199.4131 
593.6589 


3011.7153 
4468.7838 


1987.2217 
1778.5097 
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TABLE 5V: Ifosphamide^Core Tox Markers 
Timfepoint(s): 48, 144hr s 
GtGC lb 



19358 



3390 



1689 



17832 



7120 



11375 



5422 



5549 



6276 



12796 



2962 



8612 



2424 



23288 



LDA Score 

97.0405 



14594 



5710 



17892 



2657 



23096 



4954 



8712 



10070 



17917 



5433 



1830 



3952 



12426 



15108 



5890 



7447 



7698 



16335 



4779 



3352 



10171 



8103 



15160 



16034 



3899 



21364 



6176 



9521 



2075 



19214 



14842 



22187 



21782 



9352 



8039 



10453 
11408 



96.5213 



96.2098 



96.1059 



96.0540 



95.9502 



95.9502 



95.6906 



95.6386 



95.6386 



95.5348 



95.5348 



95.4829 



95.3271 



95.2233 



95.1194 



94.9637 



94.9117 



94.8598 



94.8079 



94.7560 



94.7040 



94.6521 



94.6521 



94.5483 



94.3406 



94.2368 



94.2368 



94.0810 



93.8733 



h/iean Tox 

378.9000 
98.0716 



1657.4481 



753.9386 



93.6656 



93.6137 



93.5618 



93.5099 



93.5099 



93.4579 



93.3541 



93.3541 



93.3022 



93.1983 



93.1983 



93.1464 



93.0426 



92.8349 



92.7830 



92.7830 



92.6791 



92.6791 



92.6791 



92.6272 
92.6272 
92.6272 



3.4607 



47.0950 



255.9669 



171.8383 



16.9686 



-12.9629 



59.8316 



0.2689 



744.0810 



162.0457 



37.3820 



64.471 1 



74.1322 



404.4319 



303.9404 



75.8566 



SD Tox 

312.7266 



PCT/US2004/000240 

Atty. Ref. ^921-5090-01-WO/2105485 
flflean Nontox 



16.5306 



1651.1974 



718.7494 



7.5661 



6.7258 



15.3339 



14.2889 



15.6448 



11.2831 



8.6970 



6.9976 



64.6463 



22.1140 



25.3448 



7.2831 



32.9001 



47.1948 



28.8283 



93.8463 



34.6609 



94.8277 



48.3568 



21.8907 



142.5596 



36.4587 



33.5728 



144.1226 



54.7359 



74.4883 



88.6708 



40.2461 



721 .7098 



91.0491 



-7.6890 



87.2868 



109.7919 



60.4683 



72.5470 



38.5042 



55.8598 



44.3953 



127.8322 



49.3027 



409.4556 



38.6721 



48.3559 



20.1516 



9.5241 



47.9334 



7.0044 



8.9622 



15.2222 



34.9450 



7.3179 



16.6702 



sp Nontox" 

2479.57 861 947.3107 1 
32.8732 



13.2468] 



52.6522 



101.4006] 



272.74791 



103.01901 



41.76921 



117.49271 



46.01271 



456.97111 



272.32461 



-20.8144] 



115.77801 



496.00901 



214.90071 



106.03881 



10.34141 



79.88521 



97.68521 



91.8654] 



220.9986 1 



-53.93071 



75.17601 



9.9771 



11.5063 



40.5413 



5.2003 



75.5300 



22.1459 



9.1160 



16.4703 



237.2963 1 



104.12491 



149.5131 



266.61311 



66.42301 



447.01171 



180.03181 



54.22861 



25.9816 



21.0169 



39.8668 



16.9291 



9.0144 



8.3172 



213.10441 



218.61821 



-11.58771 



124.29711 



91.8144] 



22.3277 



12.6519 



129.1747 



378.4376 



68.3052 



53.9392 
32.4582 
416.0853 



27.8222 



53.4050 



18.3267 



16.4808 
18.6918 
28.8365 



89.0395 1 



37.8946 1 



102.66691 



122.8371 



552.61991 



140.02831 



132.55621 



9093.2905 4046.8430 



5637.5942 r"239i 1019 



27.15021 



31.78531 



447.6795 1 137.3423] 
88.21841 
46.1880 



26.8851 1 



32.2233 1 



28.3992 1 



109.419m 



62.0544 1 

26.6169 

29.5012 



309.0373 1 



86.21871 



116.08341 



300.5078 120 .21fRl 



49.35801 



30.34081 



-207.1858 165 .7040] 



36.0229^ 



47.1237] 



49.23341 



40.6853) 
24.1931 



56.83261 



30.7595^ 



47.2443] 



136.84081 
17.3590 



132.92731 



47.2872^ 



37.7280] 



92.6222^ 



58^329^ 



35.87851 



262.2539 123.5fifiA 



49.3222 1 



22.28101 



28.0498^ 



63.38051 



39.3891 1 



867.5699I 267.7R94 



47^2701^ 



96.8881 



49^2851 



49.10751 



567.13131 110.1052! 
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i ABLE 5V: Ifosphamide-Core Tox Markers 
Tfimepoint(s): 48 r 1 44 hre 
tilttClD 



9554 



3265 



3637 



1685 



LOA Score 

9Z5753 



22405 



7264 



16686 



6737 



2526 



8557 
10690 



22480 



5990 



6496 



21889 



23092 



5726 



8158 



10277 



3781 
4750 



17552 



22708 



19159 



12805 



2492 



22308 
5595 



5370 



92.4714 



92.3676 



Mean Tox 

40.4331 



92.3157 



92.3157 



92.2638 



92.1080 



92.1080 



92.1080 



92.1080 



92.0561 



92.0042 



91.9522 



91.9003 



91.8484 



91.8484 



91.8484 



91.7445 



91.6926 



91.6926 



91.6926 



91.6407 



91 .6407 



91.5888 



91.5888 



91.5369 



41.5882 



15.1582 



3767.8787 



133.8187 



27.2209 



118.8172 



177.6041 



SD Tox 

14.8696 



^ V*®* 4 ^? 21 -5090-01 -WO/2 1 05485 
mean Nontox 



12.8118 



7.5334 



3620.3845 



32.5703 



97.1900 



98.6859 



41.6123 



16237.8222 



10.8354 



33.9194 



236.0059 



124.4789 
26.9454 



67.8894 



483.3228 



91.6501 



72.4361 



276.9497 



47.5982 



213.3934 



25.4588 



-8.0857 



129.3269 



54.2706 



46.8049 



26.3307 



33.6220 



4.5462 



14.8504 



40.6774 



25.0566 



17.2609 



35.3796 



14.2846 



48.7506 



9.4491 



12.0879 



238.961 



72.6050 



234.5096 



85.4628 



326.7278 



298.5563 



6.3091 



144.3945 



361.6884 



188.0613 



128.0111 



396.4401 



92.5981 



403.2356 



82.9826 



39.4346 



165.1820 



347.2374 



46.1116 



191.2070 



311.2068 



91.53691 



133.1074 
44.2783 



13.2305 



30.3861 



255.8295 



16.0246 



57.9407 



10.1198 



34.7816 



57.2959 



12.8488 



20.8570 



100.7306 



252.7250 



243.3276 



12.1679 



110.1686 



130.6294 



188.8985 



134.8288 



so N ontox 

33.8327 



36.9127 



22.4054 



9744.3700 



59.6023 



69.1124 



68.4928 



58.8308 



128.6680 



18.2157 



51 .0405 



71 .5924 



55.0460 



31.2454 



70.1076 



28.6611 



114.7865 



42.3476 



26.3140 



84.7185 



33.8001 



71.8390 



58.7902 



53.7115 



42.6341 



104.9578 



46.4980 



63.6771 
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TABLE 5W: ISOPROTERENOL 
Timepoint(s): 24hrs 



GLGC ID 



PCT/US2004/000240 



Atty. Ref. 44y^i-bogo-0i-wo/210548£ 



1977 



17383 



23651 



18308 



20589 



18190 



LPA Score 

99.2761 



20869 



20862 



25801 



20872 



15876 



20855 



815 



24886 



20856 



9620 



13974 



9240 



18881 



25702 



17586 



15867 



17481 



16918 



468 



18307 



2109 



18569 



15135 



4222 



13647 



5667 



3244 



17159 



17100 



17729 



18025 



23888 



1523 



690 



13646 



14966 



15387 



7594 



20056 



23889 



17380 



20839 



25686 



17379 



99.2244 



99.0693 



98.2420 
98.0869 



97.9835 



Mean Tox 

281.1560 



242.5684 



1262.3600 



364.6776 



686.0406 



97.7249 



97.2079 



97.1562 



97.0527 



97.0010 



97.0010 



96.8459 



96.8459 



96.8459 
96.7425 



96.7425 



96.6908 



96.6391 



96.6391 



96.4840 



96.4840 



96.4323 



96.3806 



96.3806 



96.3289 



96.3289 
96.2254 



96.1220 



61.2730 



191.1688 



109.6054 
93.4938 



2107.4202 



2286.4682 



438.1068 



2397.1246 



2430.0154 



660.1966 



1309.2228 



950.2598 



841.4074 



43.1530 



1006.5474 



168.2388 



76.8508 



44.0366 



2701 .6484 



253.3670 



77.1716 



1185.6356 



3600.5110 



96.1220 



96.1220 



96.0186 



96.0186 



95.9152 



1536.2712 



1291.4320 



1151.5724 



1612.5846 



120.3262 



95.7601 



95.7601 



95.7601 



95.7084 



95.7084 



95.7084 



95.6567 



95.6050 



95.6050 



95.5533 



1572.3148 



2047.7910 



1918.3926 



123.1492 



111.4202 



SD Tox 

19.9468 



60.2422 



965.5064 



Mean Nontox 

553.2170] 



9.3550I 



su N ontox" 

108.97311 



43.3971 



217.7915 



11.9914 



54.1307 



9.1395 



32.8141 



138.5598 



205.9736 



58.9423 



164.5055 



191.4842 



91.9345 



111.2494 



158.6988 



37.9755 



7.8137 



52.0540 



38.3062! 



726.07151 



147.02261 
142 6882 



61.77101 



202.51501 



34.29781 



1374.10891 



1515.47451 



701.21881 



1484.69201 



1650.10801 



1097.42671 



796.08811 



537.7136) 



1171.93261 
18 5638 



26.2737 



7.7156 



6.8639 



298,5475 ~ 1 656.82931 



4.6985 



18.0621 
179.4987 



873.6649 



135.8295 



87.5453 



717.84721 



99.27821 
39.3922 
8.6432 



335.60191 



197.30831 



756.71381 



1593.17381 



181.5847 



102.2626 



8.1327 



187.6344 



994.3579I 



980.3590I 



559.6657) 
1149 1016 



176.41121 



178.7334 



161.8414 



76.1978 



122.9916 



44.4970 



946.2256 



116.9316 



95.5533 



95.5533 



95.5016 



95.4498 



95.3981 



95.3981 



95.3981 



1127.9196 
42.7394 



7.0280 



15.3955 



4.6504 



17.2852 



1.2320 



83.5885 



18.4361 



97.1354 



91.0126 



1825.4132 



193.3960 



411.4880 



2157.4994 



1409.5814 



300.4482 



8.6206 



16.1662 



196.0255 



50.6143 



45.1926 



150.2386 



104.8654 



20.9956 



1018.63731 



1308.24771 



1323.11571 



183.16071 



56.88141 



123.04701 



212.20601 



43.14971 



577.11781 



39.18021 



765.47201 



21.57751 



154.15541 



1170.42321 



94.21801 



602.89491 



1521.69551 



970.9436T 



26.2362 1 
119.7939 
147 7221 

81.7174 



35.4957! 



37.3905I 



51.97721 



17.5263 1 
298.2244 



242.0758 



121.64651 



348.74531 



273.40531 



184.9369 1 
180.1810 
142.7811 



182.42091 



7.99041 



132.15631 



23.12241 



53.85121 



17.69081 



390.8094 
77 0161 
62.0223] 
157.0759 
595.1392 
218.0367 



130.92041 



202.57501 



189.67711 



33.5751 1 
243.3853 



293.87091 



225.73581 



36.0667 1 
21.8637 
28.4901 



51.8349 



21.6870 1 
155.8400 



45.8032 



152.93821 



9.62851 



29.1854 



32.1467 



97.2775 



266.3647 



195.1788 
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640.8500 


10Q 971 0 


90.7Q0 
tOf oo 


OA 7ocn 
y4 . r «£bU 


296.0890 
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62.5625 


^ Q^ftl 
OO.v700 I 
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1 74 G4 
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305 1R47 
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OA AG*7A 
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271 7471 
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21 13 8723 


4fi*} Q1AR 

*tOO,57 i OO 


9017ft 

£J\J I/O 


QA Odf\d 


24.0734 
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89.1651 
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97.7707 
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737.5654 
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15136 


93.7435 


1629.6028 


243.9665 
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19456' 


99.0693 


298.1502 


177.2594 


1.7645 


27.0914 
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98.9659 
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153.9430 


200.7379 


132.3437 


4048 
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TABLE 5W: ISOPROTERENOL" 
rnnTepoint(s) : 24 hr& 



[GLGC ID 

"4207 
2296 



LDA Score 
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jwe an Tox 
290.4604 
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rA^LE 5X: Isoproterenol-! ox Core Markers 
Timepoint(s): 24 hrs 




23651 



18308 



20589 
18190 



20869 



12118 



15003 



20862 



15002 



25801 



20872 



15876 



20855 



815 



24886 



20856 



22321 



9620 



13974 



9240 



18881 



25702 



3A Score, 

99.2761 



17586 



15867 



17481 



16918 
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18307 
2109 



18569 



20743 



15135 



4222 



13647 



5667 



3244 



16847 



17159 



17100 



17729 
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1523 
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99.2244 
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IPX 

281.1560 



99.0693 



98.2420 



98.0869 



97.9835 



97.7249 



97.6215 



97.2079 



97.2079 



97.1562 



242.5684 



1262.3600 



364.6776 



686.0406 



61.2730 



191.1688 



1593.8502 



499.7730 



109.6054 



_97.1562 
97.0527 
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96.8459 



96.8459 



96.8459 



96.7425 



96.7425 



96.7425 



96.6908 



96.6391 



96.6391 



96.4840 



96.4840 



96.4323 



96.3806 



96.3806 



96.3289 



96.3289 



96.2254 
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96.1220 
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95.9152 
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95.7084 
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95.6050 
95.6050 
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93.4938 
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2286.4682 
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2397.1246 



2430.0154 
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579.0476 



Tox 

19.9468 



60.2422 



965.5064 



43.3971 



217.7915 



11.9914 



54.1307 



366.4674 



126.9177 



9.1395 



115.1965 



siontox ~TsT 
553.21701 



9.35501 



38.30621 



726.071 5^ 



147.02261 



142.68821 



61.77101 



541.2085T 



94.5838 f 



202.51501 



32.8141 
138.5598 



205.9736 



58.9423 



207.61721 



34.29781 
1374. 1089 1 



164.5055 



191.4842 



91 .9345 



1309.2228 



950.2598 



841.4074 



43.1530 



1006.5474 



168.2388 



76.8508 



44.0366 



2701.6484 



253.3670 



77.1716 



1185.6356 



3600.5110 



103.6790 



1536.2712 



1291.4320 



1151.5724 



1612.5846 



120.3262 



242.9531 



111.2494 



158.6988 



37.9755 



7.8137 
52.0540 



26.2737 



1515.4745[ 



701.2188) 



1484.69201 



1650.10801 



1097.42671 



172.24321 



796.0881 1 



537.71361 



1171.93261 



18.56381 



71 7.8472 f 



7.7156 



6.8639 



298.5475 



4.6985 



18.0621 



179.4987 



873.6649 



6.8918 



135.8295 



87.5453 



99.2782f 



39.3922I 



8.6432 1 



1656.82931 



335.601 9 [ 



197.3083 
756.7138 



1593.17381 



155.0261 



994.3579 [ 



181.5847 



102.2626 



1577.3310 



1572.3148 



2047.7910 



1918.3926 



123.1492 



111 .4202 



76.1978 



122.9916 



189.7192 



8.1327 



112.3690 



187.6344 



178.7334 



161.8414 



7.0280 



15.3955 



4.6504 



17.2852 



44.4970 



116.9316 
1127.9196 



13.2887 



1 .2320 



as 



18.4361 
97.1354 



980.3590 1 



559.6657 [ 
1149 10161 



176.41121 



1115.10141 



_1 01 8.6373 f 



1308.24771 



1323.11571 
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56.8814| 



123.04701 
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281.2798] 
43.14971 



577.1178[ 
39.1802 



26.2362 1 



119.79391 



147.7221] 



81.7174 



35.4957I 



37.3905! 
291.0134 
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187.09071 



348.7453 
273.4053 
184.93691 
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142.7811 



182.42091 



7.99041 
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218.03671 



130.92041 
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189.67711 



33.5751 1 
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243.3853 1 
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225.7358 1 
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Timepointfel: 24 hrs 
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l ABLE 5X: Isoproterenol- 1 ox Core Markers 
Timepoint(s) : 24hr« -.■ 
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18296] 
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200461 
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180.3784 
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109.2617 
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104.0033 
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97.4147 
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97.2596 
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97.0010 
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96.4323 
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96.2254 
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96.0703 
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96.0186 



96.0186 



96.0186 



95.9669 



95.9152 



347.9868 



88.9172 



153.5246 



288.4110 



972.5216 



34.9996 



864.8078 1 



88.8370 



20.5771 1 



1862.0365 



7.9327 1 



20.3416 



74.7675 
20.1806 



223.7111 



156.4936 



56.12391 



36.4109 



18.98841 



46.1077 



183.1240 ~ 55.33671 



444.9225 



-0.9616 



41.9274 



224.7006 



78.9488 



163.0158 



201.4542 



512.3702 



264.4690 



572.6298 



2827.0198 



546.7450 



213.66661 



74.3225 



41.3641 



334.0647 



3.5722) 



-126.2066 



21.56021 



63.0220 



18.70191 



4.8398 



12.78531 



366.4700 



11.9147) 



139.5266 



43.7494! 



87.7965 



127.4492) 



-34.7538 



9.24861 



214.5274 



56.51131 



176.4902 



325.2308 1 



985.9715 



3223.7554 



756.6490 



67.1254 



37.79R8 
651.6486 



1007.53ie 



109.0500) 



1623.3914 



534.99101 



267.5819 



199.21391 



1981.1927 



3.5227 1 



283.6651 



23 .4009 1 
37.0112 



109.8235 



162.7704 



206.5866 



982.3286 



175.6176 



-9.7620 



6108.5984 



1426.7052 



2830.0816 



633.8266 



80.5526! 



-26.2680 
968.8950 



19.4915) 



662.3587 



43.5278! 



96.6441 



81.07191 



99.5119 



45.8215) 



596.691 



18.97041 



81.8809 



663.8294) 



108.1365 



70.8267) 



3420.8716 



416.73921 



1973.4101 



95.8635 



95.8635 
95.8118 



966.1244; 



119.9903) 



1561.9613 



93.93181 



355.8146 



845.7300 



483.4050 
36.0804 



4Q1 ? ?Q g| 



636.1205 



91.6336 



16.0720 
13.2519 



842.8495 



509.8879 



371.4526 
9.6159 



39.0667 1 



39.7708 1 



64.2031 i 



39.0348 1 



285.12121 



128.61611 



54.84171 



77.57041 



88.75621 



743.32881 



14.82521 



108.76791 



49.80471 



41.21241 



27.4902 1 
80.9918 



25.9366! 



270.6975I 



69.6649! 



44.5968| 



9.9495 1 



165.6921 1 
48.7555 
33.5906 

122.1253 



78.1911 



54.0493! 



212.46771 



445.48601 



90.7752 ! 
399.6866 
204.3095 



26.8107| 



25.50231 



1 97.5406 1 



140.28101 



28.47571 



41.5816 1 
156.4134] 
28.5183 



52.0482! 



1129.37541 



332.9831 i 



463.9543I 



97.7043! 



133.36081 



664.3673! 



133.90741 



_67.5500| 
8.6421 



449 



WO 2004/063334 



PCT/US2004/000240 



T^BtEiSX: lsoproterenol r T6x;Core Markers 
Tirnepoint(s): 24 hrs 


Atty. Ref. 44921 -5090-01 -WO/21 05485 




LD A Score 


Mean Tox 


SDtox 


Mean Nontox 


SD Nontox 


11864 


95.8118 


53.4336 


6.5507 


86.2261 


22.5507 


22171 


95.7601 


459.3624 


3.3321 


481.9651 


81.2899 


4858 


95.7601 


26.0362 


6.4666 


-26.1668 


33.6523 



450 



WO 2004/063334 



ISOPROTERENOL 
Timepoint(s): 3.6h rs 
GLGCID ~~ 



12978 



15353 



10071 



LDA Score 



15191 



18597 



21663 



21654 



923 



18349 



15189 



5297 



355 



19085 



14213 



15349 



606 



9423 



23871 



17908 



24235 



16168 



23868 



4407 



21445 



16248 



12580 



21063 



2555 
15580 



21657 



857 



12031 



13420 



21975 



18654 



22670 



15372 



23166 



21772 



17217 



20461 



1495 



20702 



6980 



12364 



22406 



15190 



1609 



11114 
18695 
23872 
11258 



98.7552 



98.7552 



98.7033 



98.5996 



98.4959 



98.4440 



98.4440 



98.4440 



98.4440 



98.4440 



98.3921 



98.3921 



98.3402 



98.3402 



98.3402 



98.1846 



98.1328 



98.0809 



98.0290 



mean Tox 

^9183 
81.3138 



SD Tox 



Atty. Ref. { #4921 
ytnean Nontox 



PCT/US2004/000240 
•SU90-01 -WO/21054851 



148.1483 



821.1028 



2781.0180 



499.5431 



1334.9931 



611.2753 



90.8740 



478.1215 



1742.6363 



615.3920 



144.1484 



105.9926 



81.8985 



33.7044 



51.3164 



553.7720 



97.1849 



97.7178 



97.6660 



97.6141 



97.4585 



97.3548 



97.3548 
97.2510 



97.0954 



96.9917 
96.8880 



96.5249 



96.1100 



95.9025 



95.8506 



95.6950 



94.9170 
94.9170 



94.8133 



17.4250 



124.3194 



76.0207 



18.8333 



387.0119 



190.0962 



249.2728 



171.5647 



16.6163 



106.8624 



442.7734 



146.7141 



66.8185 



7.1071 



39.5920 



261 .6078 



163.7317 



91.7173 



374.6519 



201.7092 
16.7889 



173.0242 



328.3733 



202.9419 



9.041; 



51.9125 



5.1757 



25.3613 



184.8660 



175.6236 



502.2883 



419.3260 



878.2495 



149.4351 



101.0935 



137.3399 



39.1018 



269.1979 



102 
20.8356 



1417.1173 



28.9336 



122.3580 



741.9540 



379.2371 



91.0856 



87.7800 



94.5539 



94.5021 



94.1390 



276.3340 



174.9606 



31.5186 



93.5166 



93.2054 



93.1017 



93.0498 



92.7386 



92.531 1 



92.2977 



92.2977 



92.2459 
92.2459 
92.1940 
92.1421 



220.3939 



39.6906 



58.7065 



62.6646 



73.5706 



78.0485 



32.1614 



16.2049 



70.8006 



120.4755 



99.7763 



232.1880 



30.5043 



31.3816 



55.4662 



3.7604 



68.9186 



18.5182 
3.631 1 



72.5551 



7.8593 



16.6208 



177.3292 



82.7804 



22.2450 



10.8918 



31.1240 



35.0933 



6.3787 



63.2378 



11.3937 



13.0068 



15.8674 



20.6392 



30.5955 



1513.5051 



2384.3983 
107.3391 
186.5778 
254.0449 
76.6668 



7.8468 



492.4513 



74 8.6648 
45.4225 
60.9505 
68.2202 
51.8112 



5.9781 



5.5100 



-42.5922 



164.9800 



41.7192 



43.3557 



200.2612 



174.7149 



«u Rontox 

44.16391 



212.7525 



76.4713 



10.1848 



59.6988 



19.4473 



138.1918 



45.7962 
57.5401 



952.3487 



10.3651 



79.3065 



447.9899 



179.8726 



218.8543 



58.5102 



196.9995 



108.1004 



53.9458 



406.5476 



86.3883 



97.8139 



150.4033 



148.6863 



150.6970 



71.1168 



233.0620 
861 .9603 
30.9844 
34.3160 
53.3226 
7.9910 



16.00101 



96.51241 
512.0743 
49.7384 



167.29691 



64.9493 1 
18.4273 



57.02001 



338.7748I 



86.0200 1 



25.8332 1 



5 13.53111 



18.69931 



7.71751 



30.74231 



70.60141 



22.35721 



32.3530 1 
69.1510 



51.24771 



223.42701 



20.90091 
21.8312 



28.2691 1 



9.3645I 



40.89351 



I.3728 1 
27.3956 



227.6092I 



7.6321 1 



16.22511 



97.03081 



77.78141 



64.73821 



22.18201 



35.33331 



29.09971 



13.92131 



79.25521 
45.2957 



21.36751 



64.88061 



42.9104! 



39.5405 
25.7014 
318.78291 



250.1131] 
37.06f5 
37.8180 
76.4607 



-451- 
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[TABLE 5Y: ISOPROTERENOL 
JTimepomt(s): 3, 6hrs - 
IGLGC ID ILua Score [Mean Tox 
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Atty. Ref. 44921-bUy0.pi-WO/2105485| 




-452- 



WO 2004/063334 



PCI7US2004/000240 




-453- 

i 



WO 2004/063334 

TABLE 5Z: Isoprpterenol-Core Tox 
Timepoint(s): 3, 6 hrs 



GLGC ID 



20448 



12978 



15353 



Lda Score 

98.7552 



10071 
15191 



20449 



18597 



21663 



21654 



923 



18349 



15189 



5297 



355 



19085 



14213 



15349 



606 



9423 



23871 



17908 



17161 



15002 



15003 



6477 



24235 



16168 



23868 



17401 



4407 



21445 



16248 



12580 



11531 



21063 



2555 



15580 



574 



21657 



857 



12031 



13420 



21975 



18654 



22670 
15372 



23166 



21772 



17217 



20451 



1495 



20702 



98.7552 



98.7552 



98.7033 



98.5996 



98.5477 



98.4959 



98.4440 



98.4440 



98.4440 



Mea n Tox 

735.8648 



352.9183 



81.3138 



821.1028 



2781.0180 



998.4564 



499.5431 



1334.9931 



61 1 .2753 



SD Tox 

361.8894 



98.4440 



98.4440 



98.3921 



98.3921 



98.3402 



98.3402 



98.3402 



98.1846 



98.1328 



98.0809 



98.0290 



98.0290 



97.9253 



97.8734 



97.7697 



97.7178 



97.6660 



97.6141 



97.4585 



97.4585 



97.3548 



97.3548 



97.2510 



97.1992 



97.0954 



96.9917 



96.8880 



96.7324 



96.5249 



96.1100 



95.9025 



95.8506 



95.6950 



94.9170 



94.9170 
94.8133 



94.5539 



94.5021 



94.1390 



93.5166 



93.2054 



93.1017 



90.8740 



478.1215 



1742.6363 



615.3920 



144.1484 



105.9926 



81.8985 



33.7044 



51.3164 



553.7720 



97.1849 
175.6236 



899.1763 



1147.2365 



1127.1396 



28.2950 



502.2883 



419.3260 



878.2495 



1283.2069 



149.4351 



101.0935 



137.3399 



39.1018 



1234.1090 



269.1979 



102.6296 
20.8356 



1198.1129 



1417.1173 



28.9336 



122.3580 



741.9540 



379.2371 



91.0856 



87.7800 
276.3340 



174.9606 



31.5186 



220.3939 



39.6906 



58.7065 



62.6646 



PCT/US2004/000240 
Atty. Ref. 44g21^5090-0VWO/210548e 
Wieanwontox 



148.1483 



17.4250 



124.3194 



387.0119 



497.231; 



190.0962 



249.2728 



171.5647 



16.6163 



106.8624 



442.7734 



146.7141 



66.8185 



7.1071 



39.5920 



5.1757 



25.3613 



184.8660 



16.2049 



70.8006 



458.1172 



305.9131 



424.1492 



13.0796 



120.4755 



99.7763 



232.1880 



160.7080 



30.5043 



31.3816 



55.4662 



3.7604 



315.0112 



68.9186 



18.5182 



3.631 



265.6557 



72.5551 



7.8593 



16.6208 



177.3292 



82.7804 



22.2450 



10.8918 
31.1240 



35.0933 



6.3787 



63.2378 



11.3937 



74.8274 



76.0207 



18.8333 



13.0068 



15.8674 



261.6078 



163.7317 



98.8724 



*l 96.5124 1 
512.0743 



91.7173 



374.6519 



201.7092 



16.7889 



173.0242 



328.3733 



202.9419 



9.0417 



51.9125 



5.9781 



5.5100 



-42.5922 



164.9800 



41.7192 



43.3557 



200.9148 



202.0650 



88.1165 



4.5515 



200.2612 



174.7149 



212.7525 



602.9406 



76.4713 



10.1848 



59.6988 



19.4473 



403.7401 



138.1918 



45.7962 



57.5401 



601.0594 



952.3487 



10.3651 



79.3065 



447.9899 



44.16391 



16.00101 



179.8726 



218.8543 



58.5102 
196.9995 



108.1004 



53.9458 



406.5476 



86.3883 



97.8139 



150.4033 



167.85541 



49.73841 



167.29691 
64.9493 
18.4273 



57.0200 ! 
338.7748 



86.0200! 



25.8332! 



13.53111 



18.69931 



7.717g 
30.7423 
70.6014 



22.3572! 



32.3530! 
106 0668 



167.61461 



165.13181 



17.6521| 



69.15101 



51.24771 



223.42701 
233.5276 



20.90091 



21.8312 1 
28.2691 



9.3645! 



287.9205| 



40.8935! 



22.3728! 



227.6092 



7.6321 1 
16.2251 



97.0308| 



77.7814 ! 
64.7382 



22.1820 1 
35.3333 



29.09971 



13.92131 
79.2552 
45.2957 



21.3675 



64.8806| 
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! 52: lsdproterenol--Core 
LTi mepoint(s): 3.6 hre 
SC ID 



Tox 



PCT/US2004/000240 




-455- 



WO 2004/063334 

TABLE 5Z: Isoproterenol-Core TqW" 
Timepointfs ): 3, 6hrs 
GLGC I 



ID 



PCT/US2004/000240 



Atty. F?ef: 44921-5090-01-WO/2105485 - 



108371 



32781 



22197F 



9452T 



129791 



6632T 



230051 



166311 



129991 



136341 



223111 



216321 



230381 



160531 



231651 



100201 



118731 



136331 



47251 



188301 



125811 



2459[ 



226671 
3823 



226661 



95831 



8477T 



150041 



224321 



200351 



6571 



30141 



210191 



42851 



200861 



27081 



217961 



222481 



225961 



235671 



54421 
22939 



134601 



54611 



223781 



22711 



3434 



11325 



14094 



4420 
2519 
7493 



98.8071 



98.8071 



98.7552 



313.3713 



657.2108 



98.7552 



98.6515 



98.5996 
98.5996 



98.5996 



98.5477 



98.5477 



98.5477 



98.5477 



98.5477 



98.4959 



98.4959 



318.3303 



2066.7979 



1450.3701 



264.5670 



429.3003 



454.1945 



2114.0113 
1799.7813 



430.7144 



635.4675 



223.4274 



688.2729 



78.4539 



312.5556 



41.7592 



515.2685 
617.2876 



28.3884 



118.3420 



144.2120 



468.0488 



262.5017 



129.7666 



83.4558 



98.5710 



117.6359 



256.7530 



307.5710 



123.5062 



92.8878 



63.0882 



323.5830 



816.4888 



93.9765 



511.6118 



98.4959 245.6274 
98.39211 526.2920 



94.5228 



332.0089 



163.8996 



41.4642 



98.3921 1 



98.39211 



720.9066 



702.0448 



98.3402 7951.0865 



98.2884 104.9441 



98.2884| 1557.5773 



98.2365 195.3284 



98.1846 801.3471 



98.1846| 237.1916 



98.0290! 



311.3110 



97.9772 1390.674Q 



199.8569 



85.3469 



322.4170 



1512.4960 



11.7630 



429.6716 
32.8641 



113.8072 



41.8806 



95.8546 



97.9253 1643.2824 



97.9253| 247.4485 



97.9253 475.5420 



97.8734) 486/I4 75 
97.82161 67.7219 



97.82161 



90.2080 



97.8216 162.4419 
97.76971 672.3814 



97.7697| 1175.8810 



97.71781 



97.71781 



588.2593 



97.66601 



884.1129 



97.51041 



118.2271 



182.7065 



97.45851 144.7093 



97.3548! 



-22.5254 



97.19921 



163.2601 



97.0954! 



270.5833 



243.1126 



595.2255 



31.3929 



132.6227 



140.5853 



23.1470 



16.7173 



20.6060 



66.6413 



141.0606 



199.9939 



19.4000 



114.3908 



162.7842 



116.6828 



146.4113 



341.2228 



82.7935 



3660.0327 



46.5185 



118.6922 



57.9737 



367.7490 



77.8696 



75.2475 



591.411 



326.5114 



123.2399 



167.5188 



223.6214 



250.0182 



30.2218 



304.2127 



187.4086 



92.7064 



234.6878 



12.3468 



33.4229 
59.1476 



16.7130 



30.5731 



97.0954! 



125.3759 
131.2524 



97.0436! 2080.6321 



96.7842) 



96.5249! 



18.5315 



62.1649 



96.5249I 259.2045 



96.4730! 
96.4212 



115.4741^ 
180.9653 



66.6813 



37.6062 



15.0016 



375.1512 
6.2871 



6.0106 



27.0460 
15.6764 
38.9298 



325.3166 



654.7607 



266.3687 



357.8314 



69.8706 



45.1516 
432.4571 



77.9927 



334.8609 



117.8721 



272.2137 



230.5375 



754.8197 



67.2413 



101.0184 



447.5475 
66.6505 
78.5313 



63.9682 



47.2927 



195.9874 



166.2674 



41.0642 



61.3990 



68.9947 



261.2734 



202.0960 



46.3543 



94.6385 



121.8662 



65.9618 



66.5254) 
99.3943 



112.82551 



109.87501 



80.90311 



894.62081 
19.3381 
268.2199 



39.41601 



92.18591 



37.23471 



55.25751 



173.1700 
242.7752 



35.0023 1 
63.9564 



55.74241 
74.2719 
21.6609 



62.7546! 



119.27841 



118.68571 



88.32681 



137.99621 



18.37311 



63.5584 1 
111.2343 



39.0291 1 
66.5139 
40.8380 



61.3862 
46.7545 
380.5227 
34.5907 
19.5343 



93.3492} 
20.7364 
34.8173 



-456- 



WO 2004/063334 



PCTYUS2004/000240 



TABLE 5Z: ls< 
GLGC ID"^ 


>protereno!-C 
3, 6 hrs 
lda Score 


ore Tox; 
Mean Tox 


Atty. I 

SUTox 


Refy 4492 1-5090- 


01 -WO/21 05485 


745? 

4861 
22247 

3738 
12233 


96.4212 
96.4212 
96.3693 
96.3174 
96.3174 


550 1054 
86.1575 
1014.8936 
414.7075 
226.4356 


14.1922 
169.8130 
62.2150 
57.4500 


Wiean Nontox 

of 5.8753 
174.6200 
585.7927 
214.5883 
105.7821 


so Nontox 

61.5990 
46.5278 
159.2645 
63.7076 
47.8050 



-457- 



WO 2004/063334 
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-458- 
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TABLE 5 AA:.; MINOXIDIL 
Tl^ epomt(s|: 24. 360 hr s 



PCT/US2004/000240 



mm 



18066 



4748 



23347 



25743 



225 



13723 



18400 
1569*3 



19053 



18175 



7125 



16135 



2008 



20579 



25470 



15829 



492 



17160 



15688 



2006 



1426 



14694 



1473 



20856 



574 



457 



8417 



21715 



19962 



17146 



12349 



14973 



20554 



16476 



18761 



1352 



15106 



-DA Score 

85.61 08 



22567 



17039 



16017 



18956 



1852 



23895 



25679 



1502 



7602 



15343 
23585 



19006 



8815 



11723 



85.5590 



85.5072 



85.4555 



85.4555 



85.4037 



85.4037 



85.3520 



85.3520 



85.3520 



85.3002 



85.2484 



85.2484 



85.2484 



85.1967 



85.0932 



85.0932 



85.0414 



85.041< 



85.0414 



84.9896 



84.8861 



84.8344 



84.8344 



84.7826 



Mean Tox 

29.1457 



10.3340 
51.3743 



10896.4638 



118.1477 



5941.5757 



23.9422 



41.9673 



7254.8842 



1215.6852 



6166.8172 



10911.3320 



27.9260 



297.5433 



48.7750 



9.4337 



278.1547 



2458.4503 



20.8720 



15.7493 



138.3758 



8305.6658 



55.8370 



894.7287 



84.7826 



84.7826 
84.7826 



84.7826 



84.7826 



84.7308 



84.6791 



84.6791 



84.6273 



84.5756 



84.5756 



84.4720 



84.4203 



84.3685 



84.3685 



84.3685 



84.3168 



84.2650 



84.2650 



84.2133 



84.1615 



84.1615 



891.9672 



248.1988 



6221.1195 



22.1428 



226.9462 



-18.3883 



10182.5327 



-6.8377 



95.3840 



8890.1327 



280.9035 



29.7100 



2774.0492 



SD Tox 

2.4528 



Atty, Ref 44921^5090-01-WO/2105485 
Mean Rontox 



6.7481 



12.1529 



3468.3621 



6.9233 



1135.6019 



3.9205 



17.0293 



1634.9432 



370.8997 



1368.3779 



3922.1706 



9.9940 



17.8361 



31.1751 



4.3052 



97.2279 



584.9161 



24.3851 



44.5435 



75.7981 



6169.2740 



100.7150 



4146.5143 



35.5996 



11.3160 



4760.8397 



1104.2417 



4046.9460 



5965.1645 



62.6626 



330.2801 



113.5910 



51.1893 



204.4257 



10.3842 



11.3731 



10.2143 



1969.5601 



61.7688 



94.8152 



157.5993 



59.0873 



1255.4826 



13.6070 



21.9785 



21.4537 



2968.3730 



19.9513 



1701.4877 



3.8851 



48.6313 



164.7051 



5139.4218 



87.6367 



1096.4226 



604.1970 



158.7303 



4274.3303 



16.2253 



185.0458 



25.1069 



6241.6225 



10.5063 



2400.0048 



65.6858 



6.0583 



126.3540 



289.4128 



134.7493 



127.6873 



3436.9930 



26.6828 



1560.7147 



42.7670 



686.2697 



84.1097 



94.7205 



94.2547 



93.9441 



93.8923 



116.0975 



32.9085 



1085.5440 



15.3602 



117.4056 



10.8127 



13.5706 



678.2439 



4.2999 
84.3130 



3.5109 



64.4793 



11.6612 



1785.7690 



386. 3742 



55.8792 



1108.1207 



23.8997 



198.2123 



35.9551 



75.2273 



5819.3897 



183.3302 



42.8774 



2609.7190 
99.1372 



481.3267 



116.8148 



174.9933 



2513.5506 



17.5019 



1414.3321 



53.1598 



525.7856 



141.1608 



26.0858 



su N ontox" 

10.58301 



1058.7331 



10.00731 



259.0826 



492.5541 ! 



4.4362 



1030.5675 



44.7903 1 



18.37041 



2236.33471 



24.0142 1 
930.0375 



11.7212 1 
12.6595 



1174.87991 



184.18301 



1056.81981 



2441.77351 



33.89591 



72.31421 



50.21751 
73.5987 



142.375m 



418.37341 



12.58121 



34.3839 1 
26.7628] 
1603.5780 
37 7793 



186.97481 



157.9704^ 
42.8702 
1041.5922 



8.16161 



47.1174] 



46.36831 



2082.29981 



37.24501 



36.99551 



1786.93391 



52.5721] 



11.59991 



530.22241 



25.01081 



112.78961 



30.1731] 



58.0411 



495.5841] 
8.6704 



275.4721 



20.5090! 



87.11021 



26.39641 



10.79471 



328.0473 



76.3901! 



31.976m 



215^048^ 



-459- 



WO 2004/063334 
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-460- 
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1 1 ABLE 5BB: MinoxMM-Core Tox Markers 
Timepoint(s): 24, 360 hrs 
GLGClD 1 — 



17159 



13486 



21239 



16426 



20740 



21818 



19101 



4739 



18352 



17257 



LDA Score 

97.9296! 



PCT/US2004/000240 
Atty. Ref. 44921-5090^01 -WO/21 05485 



rieanTox 

1535.1755 



94.7205 111.6373 
94.3064 22.362S 



93.7371 2794.43 17 
93.3230 658.55~ 60 



93.2195 67.128? 



92.5983 122.864? 



92.3395! 



86.8648 



25094 



22762 



15098 



20889 



19077 



653 



22306 



20519 



2114 



278 



4749 



24849 



24106 



15569 



23481 



15247 



4556 



4447 



21830 



22845 



91.7184 1509.5612 
91.4596| 489.6277 



90.8903 180.9713 



90.57971 



90.57971 



16.6943 



40.3148 



Tox 

76.9139 



12.2897 



26.2908 



568.1511 



67.8767 



17.1294 



wiean Nontax 
1Q18!2949 



62.1586 



120.0252 



1664.8534 



450.2627 



21.7259 



11.3728 



194.6524 



39.4658 
12.3123 



4.8300 



89.9068 191.0543 



89.8551 1 104.01 1fi 



89.80331 



58.0272 



89.8033! 118.8083 



89.6480! 247.304? 



89.5445 102.2935 
89.3375I 28.2742 



89.3375 11 8.034ft 
89.1304 



89.13041 



57.0278 



16.5707 



88.9752 515.070? 



88.6128 180.5617 



88.3540| 594.1170 



88.3023! 



88.2505! 



57.4057 



6.5295 



88.1988 22.2358 



14004 
18500 



2005 



1496 



19279 



24329 



3446 



22584 



1514 



1324 



16217 



15049 



22773 



1323 



16130 



18499 



25319 



18317 



24232 



17136 



15203 
15767 



87.9917 972.410S 



87.99171 



6.1840 



87.8882 417.7 607 



87.8882 



87.8882! 



15.2705 



38.5365 



6.5807 



22.3705 



22.2276 



12.7224 



6.6397 



32.4829 



35.9466 



204.4361J 



57.56001 



130.5678 



38.5006! 



80.3784! 



64.10951 



113.7814| 



97.5426 



19.1370 



1.4531 



10.6809 



15.2284 



2.1016 



33.0112 
37.1558 



90.9858 



5.5534 



4.3706 



13.4090 



249.9982 



3.9783 



156.7008 



9.9215 



87.7329I 148.6213 



87.6294I 177.167R 



87.6294 



87.6294| 



21.0723 



27.7973 



87.3706! 350.304S 



3.3711 



8.3623 



35.5945 



5.0581 



1.6250 



87.21531 461.6210 



87.1118 3824.9220 



87.1118 4504.9502 
87.1118 770.9792 
8/.1118 74.5447 



87.0600 



87.0600 



86.9565 



86.8530 



86.7495 



86.697 



11743.3033 



149.7308 



15949.7140 



266.9008 



107.0823 



76.6199 



49.8053 



882.7480 



852.5258 



186.8368 



34.6738 



4153.6583 



36.8585 



5786.8404 



86.5424 
86.5424 



3E.2SS5 



209.2850 
153.3083 



101.6113 



23.2712 



18.7806 
19.9098 



1 84.06 16f 



63.3928| 



21.23341 
199.159l| 



26.7227! 



27.31651 



279.0484 



73.5059 



22.5996| 



6.4232| 



261.43271 



40.6188| 



30.4905 



175.11881 



115.96281 



35.2549| 



30.4191| 



Nontox 

243.6029 



24.2603 



63.2600 



493.6781 



144.3448 



17.7241 



48.1276 



18.1403 



1119.9762 22g 6242 



363.6353 11S.S179 



45.9415 



16.7286 



48.0732 



290.7158 82 00fift 



30.6956 



42.1623 



27.7850 



41.4326 



27.2316 



10.4896 



80.4388 
18.9685 



10.7777 



450.4971 188. 3700 



69.0602 



1036.0101 387.37Q4 



14.2452 
11.6781 



13.2608 



663.3576 133.7391 
20.6089 11.3367 



60.1646 



18.0238 



10.1674 



22.8916 



50.3133 



11.3903 



13.5657 



236.9005 131.70Q3 



604.8895 117.967ft 



2319.0562 6240 4RQ 



3170.1238 567.3331 



456.0336 110.1548 
J84.6947I 78.3095 



5911.3587 2296.0 001 



84.3176 



23.5573 



8021.2090 3356.7 7S7 



637.2423! 290.5617 



53.3905| 



21.7130 



5 18.44441 370.790a 



175.4825 
214.1710| 



31.2844 
51.9186 



-461- 



WO 2004/063334 

ITABLE 5BB: Minoxidil^Cpre Tox Markers 
|TimepoInt(s): 24, 360 hrs 



20619 



24470 



8641 



25050 



638 



20704 



38 



1495 



14983 



17908 



8597 



16220 



.DA Score 

86.5424 



86.4907 



86.4907 



86.3872 



86.3872 



86.2836 



86.2836 



86.2836 



86.1801 



86.1801 



86.1284 



20848 



18644 



600 



3015 



15273 



16312 



15886 



21583 



25802 



24676 



15052 



6425 



19421 



24854 



20243 



18066 



4748 



15185 



86.0248 



86.0248 



Vox 

8.4417 



5199.1175 



206.6823 



9783.8722 



220.1460 



55.3490 



39.8378 



78.0432 



15391.6560 



14.8280 



196.5925 



3307.8400 



85.9213 



85.9213 



85.7660 



85.7660 



85.7660 



85.7660 



85.7143 



85.7143 



85.6625 



85.6625 



85.6625 



85.6108 



85.6108 



85.6108 



85.6108 



1885.2807 



6525.7058 



263.1263 



3456.6195 



7.8428 



36.0062 



489.1110 



649.1815 



870.9612 



78.1665 



2988.2460 



133.3380 



10187.8595 



9986.6790 



102.1265 



85.5590 



23347 



25743 



225 



25439 



13723 



18400 



15693 



19053 



18175 



7125 



16135 



2008 



20579 



16001 



25470 



15829 



21152 



25051 



4330 



14668 



2757 



19006 



85.5072 



85.5072 



85.4555 



85.4555 



85.4037 
85.4037 



85.4037 



85.3520 



85.3520 



85.3520 



85.3002 



85.2484 



85.2484 



85.2484 



85.1967 



85.1967 



85.0932 



85.0932 



85.0932 



99.6894 



96.0145 



95.5487 



94.7205 



29.1457 



10.3340 



1365.5805 



51.3743 



10896.4638 



118.1477 



PCT/US2004/000240 
Atty. Ret 4#^1v5090-01 7 WO/21 05485 



Fox 
"3.6252 



1173.80161 



s jontox 

22.0994 



28.50841 



3543.3523 



2938.95241 



319.4634 



41.70791 



4904.4341 



l ontox 

13.3336 



655.6704 



102.2740 



154.1979 



10.37001 



38.4184 



5.55161 



7.01841 



26.8456 



5866.92931 



97.6129 



7.8844I 



21.70311 
955.9316 



179.2060 1 
2192.4313 



18.47611 



319.64281 



8.34451 



8.41271 



29.43801 



148.85831 



173.04301 



66.53881 



1447.5559 



19.81271 



2889.20611 



3057.97941 



13.68461 



2.45281 



6.74811 



220.14481 



12.15291 



3468.36211 



9451.4727 



5941.5757 



23.9422 



41.9673 



7254.8842 



1215.6852 



6166.8172 



10911.3320 



27.9260 



297.5433 



15974.5118 



48.7750 



6.9233I 



3142.02101 



1135.60191 
3.9205 



17.02931 



1634.94321 



370.89971 
1368.3779 



3922.17061 



9.99401 



17.83611 



5460.20301 



9.4337 



13313.3515 



10025.3403 



1252.8993 



112.8827 



1366.7942 



1785.7690 



31.17511 



4.3052T 



3985.43971 



2691.14541 



159.20151 



12.59931 



213.6854r 



7271.2874 



44.6283 



158.7965 



1861.1020 



1611.7709 



3783.2014 



327.9509 



2832.5081 



41.9616 



68.2350 



405.7301 



367.9905 



599.6281 



29.2018 



2738.9965 



171.6206 



5515.1032 



5883.6151 



145.6152 



24.3851 



44.5435 



930.1042 



75.7981 



6169.2740 



100.7150 



5039.2187 



4146.5143 



35.5996 



11.3160 



4760.8397 



1104.2417 



4046.9460 



5965.1645 



62.6626 



330.2801 



8722.9676 



113.5910 



51.1893 



7030.1502 



5378.7115 



451.2431 



59.0254 



812.0674 



1058.7331 



1867.2089 



27.6018 



13.4073 



15.6675 



21.6056 



3760.1150 



34.9133 



41 .7885 



637.3267 



278.3017 



1348.4227 



63.1450 



571.0351 



33.9196 



37.3538 



96.6313 



122.3493 



153.6135 



42.291 



641.1183 



37.1599 



2050.0750 



2004.8095 



39.4919 



10.5830 



44.7903 



185.4481 



18.3704 



2236.3347 



24.0142 



2135.4098 



930.0375 



11.7212 



12.6595 



1174.8799 



184.1830 



1056.8198 



2441.7735 



33.8959 



72.3142 



3508.9738 



50.2175 



73.5987 



2975.0295 



1991.5350 



125.8274 



21.3859 



245.0921 



328.0473 



-462- 
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IABLE5BB: IWliioxidtl-Uore roxIWarkei^ 
Ii mepoint(s): 24. 360 h r* 
ULGCID — n ~- ~ 



8815 



11723 



94.2547 



15365 



18831 



2088 



19480 



3088 



22691 
24128 



22915 



14869 



16984 



6168 



6638 



19004 



4177 



20632 



93.9441 



PCT/US2004/000240 
"ATty. Ref. 4492 I -bU9U-01 - WO/21 05485 



rox 



_^ : 5743|27 > .2550 



93.8923 



93.8923 



92.9607 



92.9089 



92.8054 



92.6501 
92.6501 



92.3913 



55.3792! 10.0073 



3M^28[_/8^84^ 



36.3220 



_1390.9820[ 
[ 298 9320I 



2.5840T 
238.5001 



92.1325 



92.1325 



92.0807 



91.9772 



91.8219 



91 .7702 



157.3257 



9.0540I 



123.3242 



6.9909I 



6.6322T 



J29 1 9662l_62.9378 



76.9700) 



5.1471] 



16124 



13427 



2541 



2534 
6282 



9806 



5969 



12298 



3014 



17013 



13627 



8039 



9914 



8854 



5421 



1802 



21581 



11791 



7842 



12346 



2612 



13622 



5983 



18643 



22033 



5007 



7011 



12305 



91.6149 



91 .304 



91.2526 



90.8903 



90.8385 



90.6832 



90.4762 



90.3727 



90.3209 



90.2174 



90.2174 
90.0104 



89.8033 



89.6998 



89.6480 



89.5963 



89.5963 



89.5963 



89.5445 



89.5445 



89.5445 



89.4410 



89.0787 



88.9752 



88.8716 



88.8716 



88.8716 



88.7681 



3904 



6649 



3836 



498 



17330 



7852 



88.7164 



88.5611 



88.5611 



88.4576 



88.2505 



322j2b3|_33.4508 



91.3260 37.3Q9fif 
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2.6935 
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88.2505 



18047! 88.1Q fifl 



91.7602 
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161.6796 
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9310 
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98.6584 
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97.5232 
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97.4716 
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97.4716 
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97.3684 



97.3684 



97.3684 



97.3684 
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2476 
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23703 
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97.0588 
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671.5923 
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47.2520 
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280.0903 



65.2587 



44.5913 



110.9577 



89.0547 



46.4467 
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23.6933 



635.3450 



93.3360 



316.9750 



91.8597 



41.2213 



112.8583 



256.6973 



27.9787 



70.9853 



21.3120 



23.4507 



77.3710 



22.3423 



395.3907 



99.1530 



67.3520 



169.7277 



96.8008 



96.8008 



96.6976 



96.6976 



96.6976 



96.6976 
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21825 



21427 
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96.6976 



96.5944 



96.5944 



53.3413 



17.7820 



94.3337 



31.0490 



2582.6843 



66.2783 



227.7503 



68.5233 



96,4912 
96.4396 
96.3364" 



59.6917 
56.4700! 



3.5578 



0.4097 



0.4857 



0.3103 
2.6147 



42.5386 



1.4263 



15.7799 



7.3892 



0.9249 



5.4755 



1.1936 



0.7805 



0.4646 



3.0678 



1.0120 



0.4743 



0.9991 



0.2376 



11.7897 



1.4555 



10.2247 



1.0511 



5.1671 



10.6705 



1.8373 



0.5209 



0.3674 



0.7327 
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139.5139 



139.3817 



10.4518 



95.7843 



41.2723 
361.6428 



1233.0724 



31.4281 



465.7576 
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66.0209 
44.3069 



311.6277 



89.8295 



43.9464 



40.5915 



70.6426 



53.2756 
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28.3943 



472.8945 
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17.3983 
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7.3295 



1.7515 



43.6575 
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96.9214 



7.7116 
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0.6694 
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1.2756 



1.2532 
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21.4587 
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3.3440 



0.9441 
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53.20811 
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90.0790 


2.0404 


113.9122 
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90.1576 


33.6246 
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2.3840 
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17.3022 


15393 


96.0268 


270.5937 


15.8566 


187.4393 


42.2588 
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96.0268 


162.0793 


6.7166 


223.0357 


44.7220 
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57.5080 



474.9520 



17211 



17648 



17808 



14983 



19411 



20357 



10660 



20844 



17298 



16924 



23357 
17991 



69.3167 



2705.5817 



167.4683 



1712.9783 



9490.9897 



100.8437 



41.3160 



71.1927 



2095.0633 



197.8003 



54.3710 



325.3807 



127.7170 



21801 



13.6307 



5049, 



191.3690 



21087 



453.6563 



20746 



20.9507 



18221 



575.6373 



177571 



14924 



137.9597 
147.7873 



25643 



51.8627 



13489 



105.8687 



17100 



6.2677 



20386 
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18076 



15450 
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24644 



16292 



14966 
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17875, 




fSD Tdx 



.2093 



1.4949 



0.1386 



23.7082 



0.6089 



24.2555 



246.4261 



0.4210 



1 .5967 



19768, 



15996 



2812 



2696 



16070, 



20235 



2632 



13647 



16001 



15772 



16507i 



15384, 



0.3765 



27.4653 



1.1728 



1.4083 



6.4975 



1.0540 



0.6479 



1.7931 



28.9136 



0.6866 



6.1367 



2.3388 
1.3945 



1.3141 



1.0779 



1.7932 



99.4724 



2.9274 



8.5199 



2.2465 



1.6503 



0.4803 



31 .4524 



1.5166 



1.8408 



1.6753 



354.4977 
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498.3945 
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hflean Noritox" 

152.0204 



437.1764 
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1271.1624 
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18.0240 
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43.J 
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112.6130 



92.4611 



68.2986 



1583.7326 



202.4156 



86.9006 



225.0529 



144.3015 



26.1271 



160.2509 



737.2678 



27.2381 



491.5957 



189.7786 



128.8930 



38.0575 



127.2940 



21.3974 
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255.7192 
3829.3447 , 
36.62671 
37.07621 



17.82151 



367.35361 



46.41711 



26.2123 
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32.4500 
9.2577 



36.7703! 



"170.4712 
320.9153 



121.82701 



52.6548 1 
28.2779 



1310.1293 



333.1644 



796.3149 



154.0898 



89.8743 



19.9540 



1422.2921 



71.7919 



47.0293 



186.7841 
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97.1701 
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15202 



2.9377 



2.2940 



97.0261 



25.8650 



144.1605 
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1 .0696 
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0.5515 



0.8490 
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4.1845 



8.8838 
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39.4846 
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20.3809 



30.7679 



59.7429 



23.2692 



11.4421 



88.( 



39.4153 



2^ 
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27.8507 



9.1426 



296.4873 
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14.38881 
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28.58711 
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29.5856 
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46.3039! 



18.73611 
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28.9133 
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98.8132 
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90.5837 
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0.4097 
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96.8008 
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96.6976 
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47.2520 
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256 
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9787 
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22.3423 
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66.2783 
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59.6917 
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42.5386 



1.4263 



15.7799 



7.3892 



0.9249 



5.4755 



1.1936 



0.7805 



0.4646 
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1.0120 



0.4743 



0.9991 



0.2376 
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1.4555 



10.2247 
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10.6705 
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0.3674 



0.7327 
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31.4281 
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66.0209 



44.3069 
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89.8295 



43.9464 



40.5915 



70.6426 



53.2756 



35.7215 



28.3943 
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121.8552 



-19.9520 



234.9660 
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17.3983 
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43.6575 
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0.6694 



1.8176 



0.8480 



1.2756 



1.2532 



0.3480 



21.4587 



0.8071 



3.3440 



0.9441 
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96.9214 



7.7116 
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138.2585 



66.8587 



189.1622 



55.5428 



42.351 1 



83.6124 



29.0504 



2283.2783 



76.7152 



366.9388 



81.2621 



.5143 



1.3763 
0.9357 
17.0973 



39.0365 



88.3463 



103.8133 
66.8836 
2271.8254 
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42.5869 
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27.3302 



374.6028 
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25.9729 



119.3952 
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32.0983 
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34.9405 
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56.4399 



19.9656 
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35.6696 



22.1473 
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37.7845 



27.1307 



57.1238 



32.4163 



26.8561 



30.5140 



14.2729 



408.2796 



15.8431 



292.2468 



23.5113 



17.3643 



35.4890 



29.5468 
32.7675 
422.0171 



-471- 



WO 2004/063334 
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TABLE 5DD: f\ 
Timepoint(s): . 
ULGCID < 

24117 
2675 
12778 
! 21500 
16689 
22595 
21264 
13741 
11516 
20327 


(^epinephrine 
24hrs : 
' LDA Spore 

96.3364 
96.3364 
96.2848 
96.2848 

96.2332 
96.2332 
96.1816 
96.1300 
96.1300 


-Cpre Tox 

Mean Tox 

26.6910 
1148.9510 
152.6843 
237.3877 
1U4.Uzio7 
166.8360 
122.8987 
26.0263 
81.2373 
122.6457 


SD tox; :./•• 

2.0888 
10.6599 
2.5320 
54.4652 
1.2517 
2.7171 
1.7320 
0.3138 
2.7040 


£tty. Ref. 44921-509 

nnean Nontox 

10.4170 
947.0135 
L 183.5233 

89.4782 
108.6236 
194.4342 
103.6940 

32.8458 
119.3780 


0-01-WO/2.105485 

sb Nontox 

17.5507 
243.8608 
43.7221 
89.7241 
32.2312 
42.3266 
20.7544 
I 17.8267 
33.2341 


4189 
8959 
7036 
4732 
8265 
5454 
15393 
2208 
10685 
15085 


96.0784 
96.0784 
96.0784 
96.0784 
96.0784 
96 0784 
96.0268 
96.0268 
96.0268 
95.9752 


343.5817 
82.2207 
90.0790 
165.0377 
118.6537 

270.5937 
162.0793 
23.6977 
885.2107 


1.3007 
2.9074 
1.8721 
2.0404 
1.5663 
1.7219 

O OOylrt 

*J.oo40 
15.8566 
6.7166 
0.5614 
4.7521 I 


117.4239 
^ 392.8493 

58.2600 
113.9122 
187.3527 

90.1576 

14.5283 
187.4393 
223.0357 

36.1425 
972.5390 


39.8879 
91 .9355 
21.4847 
21.4538 
37.0863 
33.6246 
17.3022 
42.2588 
44.7220 
15.1425 
174.5670 



-472- 



WO 2004/063334 



TABLE SEE: NOREPINEPHRINE 



PCT/US2004/000240 




-473- 



WO 2004/063334 

[ NOREPINEPHRINE 
ITimepoint(s): 3. 6 hrs 
GLGCID " — 



PCT/US2004/000240 
Atty. Ref. 44?2 1-5090-01 -WO/2 105485 



857 



10071 



22499 



1561 



15618 



18715 



21400 



19040 



21445 



19481 



15189 



18389 



21239 



16499 



23166 



LDA Score, . 
89.9118 



753 



25039 



16122 



5034 



14997 



1377 



1521 



602 



8662 



8661 



22351 



1527 



12364 



18295 



20983 



18654 



764 



6349 



1271 



12978 



22625 



23336 



11422 



4448 



24431 



17257 



17137 



5676 



21069 



15460 



19058 



14213 



20795 



8665 



8759 



23732 
15212 



89.8081 



89.6006 



89.5488 



89.2894 



89.2376 



89.0560 



89.0301 
88.9782 



88.7967 



88.5114 



88.2521 



88.2521 



88.0965 



88.0446 



87.9149 



87.6037 



87.5778 



87.5778 
87.5000 



87.5000 



87.4222 



Mean Tox 



29.8086 



540.8850 



50.9446 



35.0314 
146.0054 



256.8166 



61.2115 



452.5429 



60.1424 



68.2556 



757.2838 



1826.1269 



243.9681 



-1.1534 



170.4068 
68.1009 



286.6995 



119.7388 



1164.1774 



555.6661 



38.9810 



87.3185 



86.9813 



86.9813 



86.7998 



86.7220 



86.6961 



86.6961 



86.4108 



86.3330 



86.3330 



86.2033 



86.1255 



86.0996 



86.0477 



85.9959 



85.9699 



85.8662 



85.7884 



85.7884 



85.7624 



85.7365 



85.6846 



85.6328 



85.6328 



85.5809 



85.5290 



99.1183 



98.4440 



98.3921 
98.2884 



128.7296 



139.4460 



257.6134 



250.8268 



65.9775 



8.1863 



74.7339 



83.1748 



345.9545 



89.2891 



50.5666 



116.8153 



52.7259 



308.5996 



188.2085 



66.5710 



53.8790 



17.4248 



425.6855 



SD Tox 



7.9906 



117.5623 



12.0167 



14.6256 



29.2866 



57.9299 



13.3773 



Mean Nontox 

10.3579 



120.7826 



23.7036 



21.4951 



239.9481 



641 .7089 



83.0284 



33.3176 



42.1077 



5.2162 



44.2026 



37.9603 



132.1500 



54.0072 



5.4946 



49.7904 



48.7242 



185.2497 



154.0243 



18.6803 



6.8239 



33.5477 



64.3321 



55.221 



44.9318 



18.4217 



14.3162 



9.5378 



230.1202 



98.2440 



8.7131 



22.4691 



5.1796 



242.1913 



367.5156 



25.5498 



36.6796 



436.1656 



19.0441 



75.0461 



361.8271 



3826.7229 



339.5654 



1134.9133 



254.2340 



273.1575 



50.2257 



191.1552 



28.0838 



3.9627 



264.6770 



2.7660 



41.6040 



199.9596 
1669.2221 



116.1490 



214.4420 



76.3460 



263.9332 



20.7009 



15.0018 



99.5980 



151.0548 



106.3284 



253.2807 



10.5246 



130.6260 



336.5505 



825.5171 



118.3888 



57.7244 



108.1382 



57.5494 



404.9923 



64.7526 



884.7553 



746.1537 



57.5690 



68.1875 



su No ntox" 

7.6130 



229.9013 



-34.8090 



10.2067 



41.1423 



25.1339 



150.7245 



173.4615 



479.1295 



218.8692 



101.3529 



151.7734 



80.4345 



76.3885 



65.0820 



93.1635 



113.2816 



35.2285 



73.8453 



365.4273 



857.4529 



76.9172 



49.5086 



100.3814 



24.9122 



6.0349 



110.7948 



413.1920 



35.3245 



329.8413 



106.1775 



11.8397 



8.2473 



20.9977 



40.5827 



32.1543 



75.3125 



22.9670 



42.5148 



361 .6568 



459.3395 



62.3919 



33.3571 



29.1160 



20.5305 



94.3883 



28.1717 



148.4135 



155.8718 



19.5886 



34.1946 



48.2442 



75.2818 



65.0503 



15.1897 



12.3022 



39.4713 



51.1680 



109.6979 



64.6229 



27.5301 



33.0023 



15.6506 



43.7321 



29.2058 



24.9841 
31.5290 



10.6554 



65.3863 



115.4767 



258.2968 



45.5600 



14.2318 



63.7207 



12.4186 1 



18.8872 



57.7895 



335.0125 



57.8247 



55.26761 



145.8289 



36.1656 



-474- 
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ITABLE 5Eb: NOREPINEPHRINE 
|Ti mepoint(s): 3. 6 hrs ; 
3 CTd i lda Scqre 
"3808] 98.1328 



PCT/US2004/000240 
Atty. Rer44^n.5090 7 01.WO/210548£ 



233141 



31391 



96041 



16053) 



151711 



23311 



161241 



147121 



223781 



216321 



34341 



233041 



126641 



2861) 



134601 



215141 



32901 



61021 



3511] 



47901 



129461 



3207 



89381 



"89171 



126621 



14494 



4873I 



5442I 



183501 



165991 



140881 



165961 



229291 



27291 



150511 



60541 



79131 



112381 



88201 



240221 



94521 



24591 



41881 



13291 



4725 



11326 



8012 



7700 



5775 



13365 



17783 



98.1328 



98.0290 



97.9772 



97.9772 



97.9253 



Me an Tox 

1556.4444 



1320.4768 



3317.1991 



2744.8634 



333.2519 



97.7697 



97.7697 



97.5104 



97.2510 



97.1473 



97.0436 



96.9398 



2108.9989 



fox 



331.4931 



670.9375 



585.8836 



1014.6649 



75.7808 



1845.3030 



619.0150 



324.5103 



134.3710 



516.5784 



96.1618 



96.1618 



95.5394 



2236.3513 



214.1941 



37.5723 



83.9905 



95.3320 



95.2282 



95.0207 



94.9689 



94.9170 



94.8651 



94.7614 



94.6058 



94.3465 



93.8797 



93.8278 



93.6722 



93.5166 



93.3091 



93.2054 



93.0498 



92.9979 



92.9979 



92.8423 



92.5311 



92.4533 



185.8708 



108.6159 



259.4525 



68.4524 



224.9530 



-39.7215 



135.0391 



45.5745 



9.0184 



85.9886 



24.1668 



146.9951 



223.9209 
224.1333 



241.2716 



335.5149 



14.6839 



158.2274 



278.7673 



230.7750 



208.6471 



92.3496 



92.2199 



92.1162 



92.0643 



92.0384 



91 .9865 



91 .9606 



91 .9346 



91 .9346 



91 .9087 



91 .9087 
91.7790 
91.7790 



691.3863 



159.3261 



12.9080 



191.3825 



56.1263 



1134.7661 



1774.2951 



0.5915 



500.4205 



500.0794 



82.5878 



50.4938 



130.7185 



91 .7531 



91.7272 



286.7219 



27.3019 



591.0550 



533.8146 



169.0273 



65.6300 



28.4687 



118.5630 



500.5160 



40.7498 



14.3677 



15.7656 



40.8718 



26.3403 



54.3802 



17.6339 



44.7671 



33.4762 



20.0304 



48.5801 



10.2678 



24.2129 



17.5314 



34.1009 



72.9117 



69.1508 



40.0402 



61 .8090 



16.9187 



46.7335 



75.8229 



70.2194 



41.5312 



298.0596 



65.7056 



5.0509 



68.6766 



13.4650 



463.3626 



789.0601 
9.1017 



228.8126 



221.4606 



44.3182 



7.5181 



44.6686 



134.6842 



13.9094 



686.6200| 2101304 



Vgnjox 

556.3567 



77.5428 



1711.6874 



384.8144 



117.3370 



1029.9120 



379.6211 



228.5083 



1 55.8050 



272.1390 



200.9806 



753.5275 



123.0396 



112.9597 



46.8376 



334.6733 



57.8617 



444.5074 



36.5686 



91.6020 



151.9333 



218.9686 



242.4891 



71.8879 



168.4718 



85.9064 



226.4663 



447.2041 



431.7980 



140.0376 



591.6306 



81.9165 



315.6517 



735.8519 



481.2179 



120.1176 



51.1399 



52.0903 



41.7424 



400.2327 



102.0367 



264.4877 



116.8937 



33.1719 



170.4361 



84.4696 



192.7032 



29.4405 



39.2479 



25.8344 



80.7765 



234.4352 



dontox 

199.8705 1 
192.5340 
340.0816 



345.9048I 



86.25441 



260.3607 
333 8526 



87.75011 



42.38381 



61.5948 1 
98.2866 



374.6549 



36.31141 



33.65851 



15.68121 



66.92481 



20.4835 1 
79.6490 



14.90421 



52.83241 



96.73691 



41.9762 1 
97.5193 



34.74911 



38.95811 



116.59431 



112.6526 
60.8767 



143.14881 



37.8533 1 
82.3981 



314.83351 



151.9874 



109.4713 



82.15141 



38.60151 



22.58991 
122.6294 



26.9371 



243.9946 



251.3637 1 
22.3639 
55.9152 



93.1704 



58.3028 
13.8090 



24.6893! 



40.0816 



43.8288] 



-475- 
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TABLE 5EE: NOREPINEPHRINE 
Timepoint(s): 3, 6 hrs 



Atty. Ref, 44y2/|-?>090-01-WO/21 05485 



fcjmc ID |LDA Score |Mean Tox 



SDTox 



MeanNontox 



SD Nontox 



17402 



10710 



91.6753 



361.7129 



91.6494 



84.0620 



8290 



91.5975 



10837 



91.5716 



22443 



91.5716 



5675 



91.5197 



11721 



91.4419 



22666 



91.4160 



12233 



91.4160 



64.5291 



120.8395 



13.7797 



52.7337 



-22.2361 



100.4503 



13.4745 



23.1614 



226.3690 
114.8048 



71.4687 



78.8654 



406.3161 



126.2639 



34.3244 



10.5013 



235.1778 



80.8618 



267.2036 



65.8534 



25.3368 



31.6710 



84.1778 



40.4337 



32.8697 



157.5955 



23.8497 



137.4801 



77.0222 
77.88631 



30.2750 



105.4438T 



36.8367 



-476- 



WO 2004/063334 

TABLE 5FF: Norepinephrine-Core Tox 
Timepoint(s): 3, 6 hrs 



GLGC ID 



6892 



6891 



8664 



17734 



16518 



17736 
21663 



363 



1892 



357 



354 



17765 



17401 



17735 



385 



20204 



16026 



11865 



23058 



8663 



1475 



18059 



20448 



11258 



20449 



2629 



923 



17908 



18259 



355 



15461 



18597 



353 



223 



244 



11531 



15191 



23868 



11530 



5167 
19085 



15510 



22868 



3799 



1742 



79 



21662 



18582 



16173 



5496 



20728 
17764 



3 A Score 

99.4813 



99.4295 



99.2739 



98.7033 



98.6515 



98.4440 
98.3921 



98.2365 



98.1328 



98.0809 



98.0809 



98.0809 



97.8734 



97.8216 



95.6950 



PCT/US2004/000240 
Atty: ; Ref. 44921 -5090-01 -WO/21054851 



fie an Tox [si 

263.31631 



fox 

66.1789 



805.98791 119.4903 



160/.58281 418.0726 



3990.9268 581.3210 



1977.6365 445.9983 



/lean 



j ontox 

66.7882 



250.4163 



112.2090 



1027.2344 



2529.2289! 
1440.21891 



492.71511 
312.1577 



763.7900 



112.75051 30.0230 



608.7162 
373.7786 



2802.28541 341.44281' 



44.4177 



73.5020! 15.49201 



1202.3530 



553.46141 186.90811 



25.2192 



2316.98691 210.14691 



160.6835 



1692.6079 353.9725 



1388.9983 



4082.13611 1121.46571 



599.5431 



95.4876 



95.2801 



93.9315 



93.6722 



93.2832 



92.7645 



92.4533 



92.4015 



92.2977 



92.2459 



92.0902 



92.0384 



92.0384 



91.9865 



91.9346 



91.9346 



91.8309 



91.8309 



-0.6526I 



9.0690I 



7.8050I 



1084.0936 



9.4593I 



46.1192 



78.3944! 13.6112 



42.6701 



26.5984I 



8.81121 



159.1730 



146.0564 35.0956 
727.9441 520.6358 



64.6395 



283.2263 



1938.9946 
273.4070 



1033.7095 
133.1863 



-55.1429 
94.4565 



736.0876! 490.73401 



27.2551 



110.79361 89.77141 



74.8256 



J033.4939I 521.56851" 
90.55851 



7.7077 



103.1869| 



40.04101 
40.4358 



98.5816 



202.9623I 78.703flf 



20.9245 
16.6868 



238.4859! 97.356rI 



43.1288 



87.8504| 34.0407 



93.3552 



444.1755 193.8804T 



9.5089 



263.75441 75.10041 



106.2839 



91.7790 



91.6753 



91.4160 



91.4160 



91.3122 



91.1566 



91.0788 



91.0529 



91.0270 



90.9232 



90.6380 



90.6380 



90.6120 



90.4305 



90.2490 



90.2230 



90.197 



435.78531 161.928fil 



93.6741 



144.8780| 67.7257 



114.4376 



303.9644 134.5401] 
T886.5684 868.150R 



12.5453 



61.5793 



1323.7188 675.7651 



398.3255 



894.6340 436.2035 



175.8255 



999.6595| 378.725?! 



212.6165 



73.3379| 26.1360l 



205.4721 



92.1740 18.5335 
1 96.03041 36.33Qfil 



25.7047 



52.0272 



14.91191 



4.48121 



281.5123 



^50.12861 15729Q5T 



28.6827 



104.5040 " 42.13471' 
18.4890 



379.7988 



9.5247) 



32.4741 



37.9036! 11.1011 1 



46.8097 



1 68.86231 "^27 3gg[ 
34.6720 



3.7015 



90.1452 
90.0156 



67.9840; 



251.9951 



606.7143 
3163.5308 



v5-2>33 
125.8443 
519.9248 



13.2814 



88.5173 
917.5459 
1938.2249" 



82.88201 



188.20901 
428.8438 



253.8228 



19.38901 



146.53251 



217.46321 



108.99871 



165.71431 



256.0735 
552.78551 



220.78271 



156.96481 



27.92371 



54.25911 



110.50861 



21 



55.60361 



13.694C 
201.32141 
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Norepinephrine-Core Tox T 
Timepoint(s): 3. fi bre 



PCT/US2004/000240 



Atty. Ref: 



GLGC ID 



[ 



11940 



857 



10071 



22499 



1561 



15618 



18715 



21400 



19040 



21445 



19481 



15189 



18389 



21239 



16499 



23166 



753 



25039 



16122 



5034 



14997 



1377 



1521 



602 
8662 



8661 



22351 



1527 



12364 



18295 



20983 



loa Score" 
89.9637 



89.9118 



89.8081 



89.6006 



89.5488 



89.2894 



89.2376 



Mean Tox 

45.6983 



29.8086. 



SD Tox 



7.5672 



7.9906 



540.8850 117.5623 



50.9446! 12.0167 



35.03141 14.6256 



89.0560 



89.0301 



88.9782 



88.7967 



88.5114 



88.2521 



88.2521 



88.0965 



88.0446 



87.9149 



87.6037 



87.5778 



87.5778 



87.5000 



87.5000 



87.4222 



87.3185 



86.9813 



86.9813 



86.7998 



86.7220 
86.6961 



86.6961 



18654 



764 



6349 



1271 



12978 



22625 



23336 



86.4108 



86.3330 



86.3330 



146.00541 29.2866 



256.8166 57.9299 



CI .21151 13.3773 



452.5429 120.7826 



60.1424 23.7036 



68.2556! 21.4951 



757.2838 239.9481 



"1826.1269 641.7089 



243.9681 83.0284 



1.1534 33.3176 



170.40681 42.1077 



68.10091 



5.2162 



286.6995 44.2026 



119.7388 37.9603 



1164.17741 132.1500 



555.6661 54. 0075 



38.98101 



5.4946 



128.7296 49.7904 



139.4460 48.7242 



257.6134 185.2 497 



250.8268 154.024^ 



65.9775 18.6803 



8.18631 



6.8239 



74.7339 33.5477 



83.17481 64.3321 



345.9545 55.2211 



86.2033 



86.1255 



86.0996 



86.0477 



11422 



4448 



24431 



17257 



17137 



5676 



21069 



15460 



19058 



14213 



8665 



8759 



23732 



85.9959 



85.9699 



85.8662 



85.7884 



89.28911 



50.56661 



116.81531 



44.9318 
18.4217 



E ^9^1-5090-01-WO/2105485| 
SDUoritox" 



iviean Nontox 



52.72591 



14.3162 



9.5378 



308.5996 230.1202 



188.2085 98 .2440 



66.57101 



8.7131 



53.8790 22.4 691 



17.42481 



5.1796 



85.7884 



85.7624 



85.7365 



85.6846 



85.6328 



85.6328 



85.5809 



99.1183 



98.4440 



425.6855I 273.1 575 



242.1913 50.2257 



367.5156 191.1552 



25.5498 28. 0838 



36.6796 



3.9627 



436.1656| 264.6 770 
19.0441 



2.7660 



75.0461 41.6040 



3826.7229 1669.2221 



25.0523 



10.3579 



263.9332 



20.7009 



15.001 



99.5980 



151.0548 



106.3284 



253.2807 



10.5246 



130.6260 



336.5505 



825.5171 



118.3888 



57.7244 



108.1382 



57.5494 



404.9923 



64.7526 



884.7553 



746.1537 



57.5690 



68.1875 



229.9013 



-34.8090 



10.2067 



41.1423 



25.1339 



150.7245 



173.4615 



479.1295 



218.8692 



101.3529 



151.7734 



80.4345 



76.3885 



65.0820 



93.1635 



113.2816 



35.2285 



73.8453 



365.4273 



857.4529 



76.9172 



49.5086 



100.3814 



24.9122 



6.0349 



98.3921 



98.2884 



339.5654 



116.1490 



1134.9133 214.4420 



254.2340| 76.34fiO 



413.1920 



35.3245 



329.8413 



55.2676 



8.43101 



7.6130] 
106.1775 
11.83971 



8.24731 



20.99771 



40.58271 



32.15431 



75.31251 



22.96701 



42.51481 



361.6568 1 
459.3395 



62.39191 
33.3571 



29.11601 



20.53051 



94.38831 



28.17171 
148.4135 



155.87181 



19.58861 



34.1946 1 
48.2442 



75.28181 



65.0503 1 
15.1897 



12.30221 



39.47T3H 
51.1680 



109.69791 



64.62291 



27.53011 



33.00231 



15.65061 
43.7321 



29.20581 



24.98411 



31.52901 



10.65541 



65.38631 



115.4767 1 
258.2968 
45.5600| 



14.23181 



63.7207| 



12.41861 



18.88721 



145.82891 
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TAE3LE 5FF: Norepinephrjne-Cbre Tox" 
Tim epoint(s): 3. 6 hrs 
iCID 



GLGC 



3808 



23314 



LDA Score 

98.1328 



98.1328 



Me an Tox 

1556.4444 



SD Tox ; 

331.4931 



PCT/US2004/000240 
Atty. Ret 44921-b09.Q-0l.wo/2105485l 
wlean Nontox 



298.0596 ~ 51 .1 3QQ ' 
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TABLE 5FF: No 
Timepoint(s): 3 


repinephrine-Core Tqx 
6 lirs .? . : ■{ 


Atty. Ref. 44;921-5090-01-WO/2105485 




lua score „ 


Mean Tox 


SDTox : ;, 


Mean Nontox 


SD Nnnfnv 


17402 


91.6753 


361.7129 


84 0620 


*i Of"\ oonc 

1ZU.oo9o 


52.7337 


t 10710 


91.6494 


64.5291 


13.7797 


100.4503 


23.1614 


8290 


91.5975 


-22.2361 


13.4745 


25.3368 


31.6710 


10837 


91.5716 


226.3690 


71.4687 


84.1778 


40.4337 


22443 


91.5716 


114.8048 


78.8654 


32.8697 


23.8497 


l~ 5675 


91.5197 


406.3161 


126.2639 


157.5955 


137.4801 


11721 


91.4419 


34.3244 


10.5013 


77.0222 


30.2750 


22666 


91.4160 


235.1778 


80.8618 


77.8863 


368367 


12233 


91.4160 


267.2036 


65.8534 


105.44381 46.7134 
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TABLE 5GG: PHENYLPROPANOLAMINE 
Tin "-nointfs): 3 hps 



PCT/US2004/000240 



22871 



8385 



353 



22630 



21120 



1238 



16499 



1693 



11113 



17145 



20746 



17154 



15638 



17218 



1970 



3455 



25638 



20740 



20731 



1852 



322 



21062 



21400 



1625 



17894 



22763 



21498 



10819 



25593 



21682 



17202 



5283 



1463 



17181 



18430 



436 



18694 



16401 



19658 



2697 



4422 



1952 



22661 



17626 



20242 



8384 



17661 



4809 



16219 
14754 
15683 
21807 



100.00001 



100.00001 



Fox 

51 .0920 



100.00001 



282.1915 



100.00001 



381.2930 



99.9485! 



32.0160 



99.9485) 



168.2730 



99.9485! 



181.9290 



99.9485! 



-2.6195 



99.9485! 



-10.6570 



99.8969! 
99.8969 



36.4690 



92.9605 



99.8969! 



318.6620 



99.8969! 



642.6685 



99.8969) 



521.2955 



99.8969! 



441.5540 



99.8969! 



172.2320 



99.8454! 



163.8175 



99.8454! 



28.0365 



99.8454! 



269.2450 



34.5160 



99.8454! 2247.2410 



99.8454! 
99.8454 



31.1435 



99.8454! 



136.3905 



99.8454! 



51.6450 



99.8454! 



35.0385 



99.7938! 



146.7080 



99.7938! 



78.9745 



12.4685 



Atty. Ref;44y^V5090-01-WO/2105485 
fox [Mean Rontox 



2.6523| 



77.1323 



0.5346I 



120.1104 



0.00711 



116.5377 



0.0042! 



42.9443 



0.11741 



0.75731 



153.2225 
95.7088 



0.0764) 



57.3633 



0.00711 



49.9027]" 



0.10251 



36.2673) 



0.66611 



172.29851 



0.12801 



492.2122) 



0.41791 



863.09571 



0.2800| 



929.6362| 



0.11311 



0.06581 



363.4876 
123.1975 



0.0530I 



139.2460| 



1.10031 



17.34351 



0.01701 



451 .9244| 



0.4765I 



28.2257! 



0.01911 



2519.81181 



0.1068) 



19.16501 



0.2305) 



69.98671 



0.16761 



106.06901 



0.07351 



13.3271) 



99.7938 1241.1000 



99.7938) 



99.7938) 



237.3455 



99.7938! 



30.0825 



99.7938! 



49.2500 



99.7423! 
99.7423 



117.2625 



263.6415 



99.7423! 



317.0000 



99.7423! 



314.4045 



99.7423! 



24.2485 



0.8167) 



168.1589) 



0.0205) 



40.98251 



0.58131 



31.50481 



1.03171 



1735.37721 



0.72481 



135.80001 



0.0325T 



-9.24751 



1.1830) 



36.41961 



0.31751 



67.25041 



1.9106| 



364.78191 



99.74231 



31.5855 



645.7720 



99.7423! 45.0500 
99.7423| 1502.2910 



99.6907! 



99.6907! 



19.8810 



39.0605 



99.6907) 2011.6865 



0.6300I 



191.71971 



0.2949) 



208.5937) 



0.54241 



0.93901 



58.5359T 
-7.0364 



0.95181 



2.28681 



1039.6784) 
12.5121 



0.01271 



2254.46531 



99.6907) 
99.6907 



639.4775 



99.6907) 



25.9245 



99.6907) 



208.5360 



99.6907) 



191.8995 



99.6907! 
99.6907 
99.6392 " 
99.6392 ' 



101.6030 



609.0060 
159.2985 
190.3800 
23.4740 



0.0559I 



25.0508) 



1.8066) 



21.2590) 



0.11811 
0.0898 



2453.77661 



733.3278) 



0.46951 



2.88471 



008271 



96.5039| 



0.04671 



190.0693) 



0.8499[ 
0.1549j 
1.1116 " 
0.0679' 



79.9599) 



786.7393) 
129.1452 
102.5670 
6.9674 



16.8313 



52.9403 



69.7068 



16.60461 



44.33601 



41.26511 
33.6868 



32.93421 
19.6709 



46.14931 



121.59911 
213.5928 



307.51921 



95.73551 



40.77481 



43.34111 



8.93411 



144.8152 1 
9.8173 
502.0537 



11.45911 



37.85471 



32.2390 1 
12.2350 



37.27331 



12.95411 



18.76091 



412.1568 



39.4852 ! 
55.5637 
10.9219 



18.06981 



135.64301 



62.63681 



71.26321 



17.35931 



26.35771 



520.0369 1 
15.5439 



411.60711 



6.72361 



10.8957 



431.62761 
139.0769 



14.06211 



53.1497 



49.9046! 



21.4435 



259.2468 I 
24.2971 
41.8290 
13.5151 
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TABLE 5GG 
Timepoiht(s 


: PHENYLPRO 
V. 3 hrs 


PANOLAMINE 


Atty. Ref. 44921-5090-01-WO/2105485 


GLGC ID 


LDA Score 


mean Tox 


SD Tpx 


ft/loon M r\ n f/vv 


so Nontox 


20849 


99.6392 


1044.1 320 


A f\ AT A 

1 .9474 


794.4656 


153.2125 


9082 


99.6392 


32.6350 


0.0184 


37.6016 


10.2287 


17936 


99.6392 


28.5700 


0.0156 


28.9933 


10.7315 


16581 


99.6392 


13.9605 


0.0474 


25.6337 


13.9842 


15301 


99.6392 


177.3230 


2.2062 


100.6605 


84.9474 


18899 


99.6392 


60.6635 


0.0403 


46.7844 


12.2248 


16006 


99.6392 


61.9780 


0.0523 


45.2072 


, 17.1592 


18365 


99.6392 


125.6865 


0.1011 


112.7902 


I 77.1278 


531 


99.6392 


114.2270 


4.8437 


52.4727 


17.1357 


17991 


99.5876 


38.0675 


0.0983 


26.0638 


9.2630 


25278 


99.5876 


17.9070 


0.031 1 


20.2940 


11.9717 


25647 


99.5876 


361.9505 


0.6894 


247.9105 


131.6491 


23194 


99.5876 


133.3105 


2.0584 


77.0038 


20.4188 


25264 


99.5876 


41.5630 


0.5218 


88.3147 


40.3559 


15888 


99.5361 


673.6840 


0.6109 


790.2653 


146.7649 


21002 


I 99.5361 


137.8110 


0.3861 


191.4369 


42.9151 


18274 


99.5361 


348.0135 


4.7751 


558.8275 


137.4852 


1918 


99.4845 


20.1245 


0.1336 


3.2394 


14.2576 


16649 


99.4845 


216.8705 


0.2199 


259.9159 


56.4421 


17075 


99.4845 


211.1840 


5.8548 


349.3276 


65.4254 


6525 


99.4845 


483.0040 


5.6286 


759.7738 


135.9332 


! 11258 


99.4845 


48.4830 


3.9301 


8.4739 


24.7728 


25538 


99.4330 


88.7140 


1.0974 


52.1067 


20.0355 


25411 


99.4330 


7.6315 


0.0219 


22.8935 


102.7940 


3910 


99.4330 


162.1815 


0.1 167 


145.3141 


35.4469 


8661 


99.4330 


682.6415 


566.5361 


10.8047 


59.9154" 


16482 


99.4330 


141.6685 


0.3387 


194.3194 


41.7657 


18482 


99.4330 


78.0675 


0.2722 


44.8844 


21.6560 


24327 


99.4330 


987.6825 


4.8317 


1627.0752 


502.0131 


11935 


99.4330 


127.4905 


2.1729 


58.1091 


28.6046 


8586 


99.4330 


80.8830 


0.1343 


62.5162 


18.6288 


| 3474 


99.4330 


342.8520 


6.1391 


562.2097 


105.2426 


17958 


99.4330 


73.3915 


0.6555 


23.1313 


41.9797 


16954 


99.4330 


60.6575 


0.4589 


56.2079 


85.6285 


3802 


99.3814 


95.7180 


0.1739 


126.6171 


28.8811 


17083 


99.3814 


94.0705 


0.1407 


68.1044 


24.9319 


1016 


99.3814 


178.2220 


0.7651 


94.6033 


45.4244 


25133 


99.3814 


35.4365 


0.0898 


19.0683 


16.3765 


24248 


99.3814 


59.5815 


0.2199 


84.6218 


129.8911 


8662 


99.3814 


678.8710 


609.6066 


-33.8688 


71.7668 


20939 


99.3814 


296.6510 


9.3126 


469.3736 


64.3495 


753 


99.3814 


90.6215 


0.3415 


57.5682 


20.4389 


16081 


99.3814 


202.3560 


7.3978 


87.7021 


67.0935 


2119 


99.3299 


19.1290 


0.0863 


29.3608 


8.8368 


734 


99.3299 


36.5320 


0.0750 


39 1366 


I u.oooo 


20281 


99.3299 


44.0540 


0.9164 


18.6465 


9.6837 


! 8663 


99.3299 


946.6095 


661.5373 


-50.7499 


160.6783 


■ U 1 vJO 


QQ QOQQ 

yy.o^yy 


204.7280 


2.3278 


139.0666 


28.6135 


13504 


100.0000 


-2.8185 


0.0813 


23.0195 


17.4970 


12367 


100.0000 


122.4790 


0.5190 


61.0149 


15.9967 


3486 


100.0000 


71.6715 


0.0092 


45.3825 


18.6102 




100.0000 


87.2960 


0.1273 


127.5112 


27.7784 
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- phenylpropanolamine" 

mmepoint(s): 3 Fife 



16447 



9629 



7992 



11256 



4827 



21522 



1906 



4143 



6364 



LDA Score 

100.0001 



8965 



19012 



4102 



24346 



13886 



11606 



9604 



8099 



23756 



5486 



7852 



7584 



23730 



14720 



12399 



7285 



5775 



6192 



7193 



22267 



5983 



3162 



2582 



2674 



18188 



15089 



23644 



14028 



6667 



13673 



8458 



24200 



10665 



12289 



23952 



19121 



7212 
20345 
10004 

8109 
22786 
17291 



100.0000 



100.0000 



100.0000 



100.0000 



100.0000 



100.0000 



100.0000 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



99.9485 



hflean Tox 



363.4590 



67.7655 



236.6695 



164.3995 



15.6665 



368.6650 



-5.6725 



rSDTox 

5.2114 



PCT7US2004/000240 

Re 5^92l-6UaiM)1-WO/2105485 
Mean Nontox 



0.0969 



0.2595 



188.7848 



22.2409 



0.0050 



0.0049 



296.1400 



211.6065 



130.6750 



-6.7810 



859.4450 



45.2145 



22.2060 



89.1165 



38.8675 



1745.8500 



-5.3630 



112.8855 



99.9485 



99.9485 



99.8969 



42.9570 



218.7985 



-11.1985 



99.8969 



99.8969 



99.8969 



99.8969 



99.8969 



99.8969 



99.8969 



99.8969 



99.8969 



99.8969 
99.8969 



38.6280 



104.1585 



215.2455 



247.7395 



152.3685 



■354.8340 



20.8670 



130.1385 



487.2100 



366.2300 



171.0265 



99.8969 



99.8969 



99.8969 



99.8454 



99.8454 



99.8454 



99.8454 



99.8454 



99.8454 
99.8454 



99.8454 



99.8454 



99.8454 
99.8454 
99.8454 
99.7938 
99.7938 
99.7938 " 



224.5095 
39.1870 



213.8270 



-25.2295 



193.4115 



71.0770 



0.0057 



0.4773 



0.0721 



0.1181 



0.0269 



0.0523 



19898 



0.0106 



0.0057 



0.0219 



0.0389 



7.3115 



0.0382 



0.0149 



0.0933 



0.1337 



0.1435 



0.0354 



0.0884 



0.1605 



0.1167 



1.5549 



8.0441 



0.0311 



0.0926 



0.1839 



1.5005 



0.5480 



0.0332 



0.0255 



0.3606 



0.0983 



50.4420 



266.1145 



779.5775 



284.4280 



40.3230 



15.6945 



3057.4551 



0.4264 



0.0424 
0.0255 



2.8235 



0.2510 



0.7693 



0.0792 



0.0686 



70.1740 
145.6510 
77.9140 
CC.7060 
799.4390 ' 
4720.8425 ' 



0.5289 
0.0438 
1.1215 
0.0764 

0.4737 
2.9379 " 



109.4844 



139.4257 



45.2588 



297.3386 



281.9593 



260.3344 



163.5920 



204.3970 



21.9504 



456.8430 
25.3158 



22.7899 



70.9494 



59.8457 



401.4725 



23.7230 



488.9448 



-0.6565 



311.1944 



52.0467 



24.8364 



50.4903 



145.4078 



216.2511 



27.7251 



237.4106 



2.5197 



Nontox 



85.0324 



583.5955 



200.6923 



92.5514 



267.6288 
31.5260 



131.2459 



36.3866 



123.9913 



91.2817 



28.8487 



166.1049 



653.9327 



162.6899 



22.4664 



45.1670 



3028.0362 
74.6855 
81.5308 
53.1737 
53.8145 
625.2440 

4713.7458 



46.6706 



30.8260 



36.4261 



42.5549 



24.4283 



72.8624 



145.1068 



111.4857 



41.4410 



58.9655 



18.0453 



117.1700 



23.5775 



13.3460 



23.5754 



25.5865 



410.1580 



13.6996 



451.6976 



26.3667 



72.4066 



68.1599 



14.4108 



41.8844 



40.4092 
38.4607 



47.4649 



255.7853 



19.4278 



51.7028 



202.5020 



67.7833 



34.7755 



131.5045 



17.8793 



49.1067 



35.2960 



57.6787 
19.4419 



1 1 .8323 



30.2839 



203.8749 



74.5278 



15.4457 



23.7826 



555.0941 
32.5412 
23.2042 
27.7288 
17.850fr 
193.9831 
1125.9869 
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TABLE 5GG: PHENYLPROPANOLAMINE - 
Tim epoint(s) : 3hrs 
IC ID 



gTgI 



PCT/US2004/000240 
Atty. Rqf. 44921^5090-p1-WO/21 05485 



14352 



4163 



21998 



3557 



12829 



18427 



12999 



547 



7122 



14722 



10182 



17236 



LDA Score 

99.7938 



99.7938 



99.7938 



99.7423 



99.7423 



99.7423 



99.7423 



99.7423 



99.7423 



99.7423 



99.7423 



99.7423 



Mea n Tpx 

206.7885 



-29.4145 



134.0315 



42.1170 



174.8815 



28.6200 



857.1445 



689.5490 



344.5180 



349.6955 



45.7590 



747.2100 



SD Tox 

0.0686 



0.2722 



Mean Nontox 

188.1594 



0.2369 



0.2828 



0.2694 



0.0877 



7.8538 



0.4455 



0.5233 



0.2581 



0.2051 



2.5428 



40.4796 



207.1661 



78.1881 



241.1290 



9.9802 



337.2493 



676.8199 



298.6755 



492.6213 



33.4329 



429.2370 



SD No ntox 

29.9107 



49.2398 



96.4055 



24.0155 



56.8656 



17.7337 



308.4064 



101.5816 



105.2170 



181.0495 



103.8738 



135.6359 



-484- 



WO 2004/063334 

ITABLE 5HH: PHENYLPROPANOLAMINE" 
ITimepo int(s): 6, 24 hrs 



23282 



15003 



15002 



11955 



14017 



18274 



25556 



11745 



17255 



23574 



18509 



13051 



862 



20083 



18290 



17570 



11953 



15166 



16514 



18378 



25589 



18686 



11954 



16007 



24598 



25918 



13323 



25377 



11531 



18687 



11530 



18480 



19710 



1529 



11994 



20848 



PCT/US2004/000240 
Atty. Ref. 44921-5090-01-WO/2105485 



18275 



20925 



20832 



1190 



20875 



18246 



22781 



15213 



16566 



8829 



96.6321 



96.3731 



392.8453 



95.6477 



94.7150 



94.6114 



94.1451 



93.2124 



93.1088 



92.6425 



92.6425 



92.2798 



92.2280 



92.2280 



292.5183 



447.0964 



734.8252 



437.2094 



375.4566 



68.8204 



404.8954 



83.6826 



1552.3563 



484.3571 



27.3324 



92.1762 



92.0207 



91.7098 



91.6580 



91.6580 



91.6062 



91.0363 



310.8466 



48.1340 



509.1194 



307.3379 



398.8276 



514.5230 
430.0497 



90.8290 



90.8290 



90.7772 



90.2073 



90.2073 



90.0000 



89.9482 



89.8964 



89.8520 



128.7649 



364.5660 



572.7926 



1672.2456 



50.4853 



315.7369 



80.6966 



fox 

27.4198 



132.9821 



148.4186 



26.0833 



93.6905 



28.4677 



5.6114 



25.9654 



15.2779 



72.2094 



63.9467 



3.6170 



27.2636 



2.6821 



34.8874 



28.6175 



77.9296 



52.5308 



95.2474 



208.1232 



1038.0379 



tox 

55.2418 



192.4612 



188.5442 



240.5996 



559.7208 



29.7573 



531 .2629 



51 .0805 



2097.5285 



694.1347 



16.1123 



418.1332 



40.3216 



332.0679 



209.2414 



9 115.9617 



48.1219 



7.9406 



41.5931 



104.2364 



175.0063 



6.4947 



10.3925 



223.7043 



49.8599 



89.7927 



89.6447 



89.5855 



89.4819 



89.4301 



89.3264 



89.0674 



88.9637 



88.9119 



88.9119 



88.9119 



88.4974 



88.3420 



88.2902 



88.2902 



88.1347 



20938 
10888 

1258 
16468 

1763 
25692 



88.1347 



88.031 

87.9793 

87.8756 

87.8238 

87.7202 

87.7202 



1192.2064 



485.6997 



714.7133 



8.3625 



31.6749 



12.7428 



466.2059 



69.3371 



61 .6946 



84.3529 



1955.7463 



403.5536 



583.2821 
71.5381 



319.9269 



97.7725 



11.2650 



2.7659 



10.8849 



153.6749 



32.5152 



883.074 6I 122.1168 



1360.6574 



29.0673 



458.3149 ~~ 46.8834' 



45.6010 



190.9210 



36.7447 



46.9776 
349.8157 



100.1177 



662.3780 
739.6475 



614.0355 



165.6063 



255.7049 



911.7203 



2344.3517 



29.7826 



264.4997 



54.8994 



139.5109 



27.0748 



404.9046 



738.1348 



208.3621 



257.8981 



48.5251 



50.8535 



121.4100 



272.5287 



73.6904 



137.2678 



31.8675 



83.2120 



18.0864 



437.3683 



146.5206 



6.4455 



64.9605 



21.7037 



61.3221 



184.8179 



145.8042 



129.4950 



31 .0429 



60.3220 



228.8290 



494.6533 



22.9260 



43.0715 



39.3756 



113.3996 



15.4113 



287.4400 



185.6825 



168.4034 



127.8104 



23.1099 



1610.9763 



524.5248 



3.8404 



9.1258 



40.6469 



7.9841 



5.7708 



1613.9081 
71.3309 
33.1121 

125.3086 ' 
264.4379 " 



26.7008 



152.1232 
11.1992 
5.3294 
C7.13&2 
60.4036 
46.7915" 



1306.5312 



1774.1365 



13.3227 



26.2193 



277.7725 



96.3246 



334,9510 



16.4193 



689.7731 



23.0123 



123.2367 



18.4398 



33.5268 



268.0625 



2056.1340 
52.4854 
16.5840 
2021.7983 
109.4191 
173.7627 



387.1552 



9.0588 



204.4667 



36.8751 



56.2668 



12.8703 



10.0833 



71.0694 



353.1722 
31.1755 
15.0523 
356.3830 
149.6196 
77.5621 



-485- 



WO 2004/063334 

[TABLE 5HH: -PHENYLPROPANOLAMINE 
Timepointfs): 6,24.hrs 
Iglgc Id " s= 



1743 



2262 



9124 



16340 



17203 



1048 



425 



7207 



9029 



14015 



1501 



18569 



21416 



20582 



20417 



17305 



20628 



11989 



25590 



20855 



623 



14621 



18770 



Lua score , | Mean fox 

87^6166| 24.7713 



B/.3575 118.2704 



H/.3057I 223.1137 



sb tox 

2.2076 
6.9616 



PCT/US2004/000240 
Atty, Refl 44921r5090^01-WO/21 05485) 
Mean Mpntox 



20.7862 



87.2539 



60.3917 



87.2539 1772.4377 
87.10581 90.5180 



87.04661 



87.0022 



35.5210 



67.7761 



86.9948 334.8 34^ 



86.8986 272.5329 



7.9505 



9.4543 



199.6902 



37.1124 



6.0923 



21.4276 



21.9516 



86.8912 120.9673 



86.8468 3045. 863^ 



86.8394 157.8959 



_86.8394[ 361.1994 



86.7876 307.6200 



86.6839 3601.7647 



86.6321 466.5057 



86.5803 



86.52851 



50.2694 



107.2673 



17.9317 



766.5001 



95.9424 



213.4996 



31.0146 



2512.4899 



31.8054 



20.8300 



32.6028 



42.73491 



23.11731 



444.5613 



101.1813 



84.6938 



22.0795 



49.1565 



25.0861 



221.6319 



66.0002 



73.1583 



86.5285 569. 9809 



86.5285 



147.8191 



17686 



20856 



25716 



1929 



1427 



86.4249 132.9 8Q4 



86.3731 556.1281 



86.3212 963.0883 



86.3212 942.6401 



86.2176 1109.6887 



66.1658 741.1960 



17759 



23710 



17159 



11966 



23011 



16546 
20879 



86.0622 



86.01041 



29.5961 



49.6866 



85.9660 529.3191 



85.9585 1260.6044 



85.9585[ 30 5.8084 
85.8031 



85.7513 



39.4394 



449 
15291 
20997 
450 ' 
22670 " 
1061 " 
25686 
17564 " 
17345 " 
3692 " 
17394 ' 
15150 ' 
16524 
3211 " 
22077 
367 
21284' 



85.751 3\ 



172.7831 
46.6570 



4.3848 



85. fan 3 2997.3389 



85.6477 ! 
85.5959 " 
85.5959 ' 
85.4922 ' 
85.4404 " 
85.4404 " 
85.4404 " 
85.4404 " 
85.4404- " 
85.3886 " 
85.3886 " 
85.3886 " 
98.0311 
97.0984 
96.9430 
96.8912 



47.0491 
61 .9484 
3128.0366 
73.1264 
86.9340 
1035.4801 
322.3890 
189.0813 
173.2706 
446.1611 
111.2653 
27.0314 
66.6360 
363.6396 
94.7897 
62.8293 



6.4633 



5.8480 



39.3160 



10.3632 



10.6645 



1593.0368 



110.5525 



493.3099 



235.6386 



4627.6390 



316.5499 



35.6511 



59.0984 



700.8075 



164.9374 



53.8248 



48.2210 



51.6837 



150.5948 



62.4841 



169.2472 



688.1387 



1133.9716 



1096.2841 



807.0937 



5.8026 



10.8265 



73.5864 



101.0225 



25.9266 



38.3790 
7.3709 



246.874 3 
4.181 
5.9282 
170.6099 
6.9285 
22.3149 
46.0477 
27.0546 
14.8041 
10.8216 
53.8995 
16.6139 
1.4365 
34.2891 
107.5762 
23.9348 
24.6617 



950.6275 



15.8735 



85.4551 



329.4104 



1019.7509 



381.2756 



29.7453 



261.2547 



81.3752 



3834.6812 
35.9738 
45.2079 
3755.0537 
58.6469 
73.3214 
972.7482 
415.0968 
150.9683 
175.4433 
355.1608 
154.2286 
24.0146 
5.9667 
163.4551 
27.9197 
12.2743 



721.4748 1 
22.7416 
11.6333 
15.6886 

106.2402 



67.10431 
28.9688 
600.0095 



38.43101 



97.9212 
62.5571 



1378.74281 



131.99431 



12.9634 1 
23.5690 



122.74851 



60.47661 



36.9981 



104.35361 



219.4970 
187.3694 



362.0858I 



205.9505I 



10.9553 
36.7873 
100.0248 



246.18181 



69.67671 



9.05991 



70.6676 
45.6809 
1041.0001] 
98753 
15.5244 

786.3385 
223076 
45.3425 

197.9158 
80.8663 
38.5857 
50.7958 
92.2841 
39.3321 
6.6058 
17.9288 
61.1284 
20.3222I 



-486- 



WO 2004/063334 

f rABLE 5HH: PHENYLPROPANOLAMINE 
ITimepoint(s): 6, 24 Hrs 



PCT7US2004/000240 



Wy. Ret 44921-5090-01-WO/2105485 



320I 



6606T 



5876I 



24209I 



132931 



132271 



14871^ 



114041 



28221 



27651 



176791 



137861 



23391 



22921 



59291 



77401 



489TT 



150851 



67311 



230131 



24791 



40731 



21401 



22M 



2085T 



113631 



16547! 



4480T 



3100T 



222661 



121171 



179141 



86091 



243141 



62811 



125811 



214461 



181511 



8692T 



71471 



Score 

96.7358 



23631 



128871 



96.2176 



96.1140 



95.8031 



95.3886 



139291 



125831 



138261 



156851 



81801 



13645 



3973 



6969 



2316 



21948 



95.3886 



94.8705 



94.7668 



94.6114 



94.1969 



93.8860 



93.4715 



/le an Tox 

1210.3160 



3922.3684 



1839.2570 
91.4460 



229.8451 



81.3164 



215.3607 



150.3903 



91.8054 



183.5886 



93.0570 



92.7979 



92.6943 



92.5389 



92.4870 



92.3834 



92.2798 



343.9430 
14.4553 



306.7930 



25.2096 



209.0469 



428.8254 



103.6429 



743.4240 



92.2280 



92.1762 



91.9689 



91.9689 



91.7617 



91.7098 



91.3990 



91.3990 



91.3990 



91.3990 



91.2953 



91.2435 



91.1399 



90.8808 



90.8290 



90.7772 



90.6736 



90.6218 



90.6218 



90.6218 



90.5181 



90.5181 



90.4145 



90.3183 



90.3109 



90.3109 



90.3109 



90.2591 



89.8964 



89.8446 



89.7927 



62.2046 



444.5369 



58.091 



644.9791 



209.0921 



2139.1216 



1261.3720 



Fox 

72.5440 



505.7537 



114.7470 



34.1551 



22.0740 



9.6413 



41.5905 



16.7821 



9.6384 



19.0895 



34.0654 



7.8845 



10.9140 



13.6850 



22.1540 



45.4969 



19.0689 



45.8589 



9.5695 



41.6573 



6.0372 



74.1188 



12.5349 



135.2739 



315.3564 



461.0147 



41.1996 



794.9033 



343.4190 



441.3817 



78.2204 



23.6801 



64.7025 



10.5207 



65.6045 



13.1320 



202.8573 



86.1916 



42.9569 



257.7624 



68.4811 
132.5327 



257.7351 



134.0539 



853.3451 



1101.3957 
510.7066 



36.2464 



20.2436 



8.4037 



5.1119 



/lea n Nontox 

1885.0138 



1863.5623 



2768.0950 



2.7632 



116.1949 



138.7205 



123.1735 



104.6500 



135.4241 



115.0886 



517.0982 



74.7719 



386.3540 



-71.6174 



137.3411 



299.7705 



57.8671 



973.9295 



36.2936 



327.2587 



36.3388 
1029.5107 



304.0739 



2737.171 



1731.5486 



210.2154 



725.5751 



7.3608 



1097.4930 



N ontox 

377.0402 



759.4628 



622.9893 



41.7302 



53.1753 



35.5848 



34.2931 



35.2325 



26.8619 



33.3684 



116.2747 



36.6844 



75.6052 



71.0186 



38.7212 



66.9086 



25.1173 



173.8610 



15.2971 



66.8489 



17.7573 



285.9729 



78.0431 



440.8233 



370.4574 



72.5573 



191.6030 



19.7165 



288.1070 



591.7778 



329.1647 
54.0325 



27.9984 



11.4932 



6.9337 
12.2031 



73.2045 



41.3161 



266.3954 



40.6801 



1059.8284 



915.3636 



76.0079 



142.6637 



60.4890 



89.7927 
89.7927 



399.7476 



92.1394 



27.7019 



361.0210 



46.8436 



215.4171 



53.1166 



123.9976 



103.5805 



20.7432 



10.7034 



72.9734 



103.4067 



331.2631 



294.2883 
1022.9910 



47.6326 



67.2132 



5.7975 



121.9072 



83.4273 



9.2527 



7.1546 



4.6992 



164.8530 



326.6289 



63.0653 



11.1358 



16.6420 



1401.1085 



681.5103 



110.0210 



28.6403 



19.9619 



25.3453 



71.1854 



95.2647 



159.9812 



254.0833 



136.1835 



47.6954 



1392.5923 



1260.3512 



43.5807 



108.4173 



13.1969 



237.9938 



258.3780 



22.4886 



44.4703 



581.1672 



118.7672 



425.4622 



27.0982 



13.9335 



129.8966 



37.2458 



91.7499 
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TABLE 5HH: 1 

Timepointts): 

GLGCID 

12450 
[ 16777 
! 18104 
11086 
12878 


=>HENYLPROR 
6, 24hrs 
LUA§core 

89.7409 
89.7409 
89.6373 
89.6373 
89.6373 


ANOLAMINE 

JWean Tox 

649.2902 
3862.9322 
33.0127 
33.5664 

115.4013 


Atty. 

Tox 

71.1500 
219.1471 
7.9853 
9.1862 


Kef; 44921-5090-1 

Mean Nontnv 

921.7609 
4933.5552 
14.0382 
13.4786 


31-WO/2105485 

ou IMOntOX 

230.2443 
907.8733 
11.4553 
13.1159 


14013 
19118 
23296 
3213 
17847 


89.6373 
89.6373 
89.4301 
89.4301 
89.3264 


123 6516 
123.5876 
187.5871 
232.0496 
764.5647| 


12.0559 

6.3026 
8.8887 
8.8971 
65.5905 


81.3163 
53. 61 67 
152.9155 
231.0563 
257.7325 
989.3253 


24.2775 
52.4413 
39.3103 
38.7801 
57.6724 
179.9629 
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TABLE 511: KOSIGLITAZONE 
Timepoint(s): 24 hrs 



ICjLG C ID ~"\ LDl 
24472 



PCT/US2004/000240 
Atty, Ref. 44921-5090^«WO/21 05485I 



122531 
1316 



Score 

99.7420 



118571 



99.5356 
99.4324 



/l eanvTox 
374.5527 



120221 



99.3292 



80981 



98.8648 



218011 



98.7100 



24875I 



98.7100 



5497I 



98.2972 



159751 



98.2972 



213501 



98.0908 



67.2170 
220.4330 



23.4130 



13.3380 



664.3467 



275.7437 



37.8720 



65.3230 



75051 



97.9360 



18317T 



97.8844 



178541 



97.8844 



951] 



97.8844 



184021 



97.8844 



178961 



97.8328 



204211 



97.7812 



153rn 



97.5232 



175301 



97.3684 



153641 



97.3684 



97.3168 



160161 



206001 



97.2652 



177521 



97.2652 



250701 



97.2136 



501| 



97.0588 



17081 



97.0072 



186211 



96.9040 



195121 



96.8524 



150771 



96.8524 



209821 



96.8524 



230421 



96.8008 



184441 



96.6460 



142851 



96.5944 



117941 



96.5944 



151361 



96.5944 



14671 



75941 



96.5428 
96.5428 



153531 



96.4912 



164461 



96.4912 



23551 



96.2848 



42.0350 
13.7053 



144.1997 



629.8513 



327.4563 



44.4547 



54.1813 



22.5927 



144.1200 



32.9633 



107.8800 



71.8460 



33.4540 
44.5330 



ISDTox 

1.4637 



1.6809 



0.6163 



1.7704 



1.7736 
13.1359 



siontox 

244.0565 



23.7028 



220.3667 



97.4638 



19.5469 



0.2612 



0.2242 



49.2371 



461.1968 



159.9897 



0.3971 



1.8179 
0.7750 



5.9087 



58.2752 



2.8004 



3.2482 



0.7072 



12.2177 



0.7168 



30.1976 
64.6593 



56.9127 



45.0369 



125.3235 



634.9720 



161.6262 



17.1017 



27.5530 



19.6479 



86.3885 



0.6250 



0.7089 



81.6657 



162.9857 



20.1930 



44.4910 



-5.7877 



1588.0173 



97.6783 



0.5998 



2.5682 



14.7103 



1 .0567 



0.3634 



0.5296 



1.6834 



48.5040 



145.7583 



197.3407 



20.6473 



25.4840 



46.2100 



1155.0750 



61.8283 



11.2089 



7.6887 



8.6586 



1.0310 



0.1620 



3.1632 



12.7427 



28.0340 



28.4327 



15190 



17350 



25793 



1028 



1376 



20056 



20818 



24718 



1323 



4500 



24617 



96.2848 



96.2332 



96.2332 



96.1300 



96.0784 



95.9752 



95.9752 



95.9752 



95.9236 



95.9236 



38.8180 



46.8823 



105.7410 



40.8510 



4.2637 



16.5016 



0.5483 



1.0063 



0.4042 



3.2267 



2.7242 



2.3119 



9.9707 



23.5600 



105.1077 



185.2633 



18.8950 



95.8720 



95.8204 



0.8715 



0.5105 



0.5183 



5.6354 



5.4172 



0.6354 



48.1633 



95.1970 



58.6785 



22.9672 



21.3412 



29.7740 



160.2047 



25.8435 



54.3027 



34.6783 



1082.3959 



49.3145 



221.6117 



106.7764 



7.6059 



23.6379 



21.6649 



1073.2833 



131.3942 



21.6667 



19.3194 



34.9380 



18.8815 



244.0274 



69.9725 



22.9080 



22.7991 



16.9839 



153.9815 



137.3185 



414.6623 
30.8503 



4.G3C2 



27.9234 



43.8882 



" c .5449 



183.9743 



284.2921 



-5.4250 



d ontox 

52.09691 



22.5981 1 
67.6377 
43.8486 
23.7502 



97.74061 



36.23351 



12.98651 



17.3946 1 
24.7697 



18.3348 1 
24.6020 



291 .6547 ! 
43.1507 
14.0243 
9.5239 



15.69811 



18.15581 



21.78101 



23.91271 



19.5286 1 
8.1713 



12.95241 



15.5684 1 
36.8995 



13.95331 



15.9547 1 
31.4197 



326.4748I 



88.61801 
51.0323 



46/15451 
66.5132 
6.4633 
12.3448 



274.61431 



30.13031 



9.74681 



16.98951 



9.2352 



17.5348 1 
340.9260 
23.8683 



13.7883 



17.4441 



5.9008I 



29.3965] 



39.71741 



8.90481 



78.7005 



53.4068 



15.3317 
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1 1 able 5ii: ROSIGLITAZONE 
iTime point(s): 24 hrs ' 



LGC ID 

546 



16681 



4832 



983 



8139 



19909 



16456 



15957 



20890 



506 



16715 



18898 



LDA Score 

95.8204 



22145 



24628 



18563 



104 



22584 



19505 



15980 



17287 



4133 



15748 



11982 



23871 



18949 



1822 



22625 



957 



1551 



24697 



15844 



17508 



6892 



22916 



21972 



15165 



23705 



19124 



16155 



16082 



10886 



82 



19667 



24471 



15598 



16675 



1638 



20647 



9979 



l 3286 



10004 



3547 



95,8204 



95.7172 



95.6140 



95.6140 



95.5108 



95.4592 



95.4592 



95.4592 



rtie an Tox 
194.8440 



21.6667 



775.9433 



128.6430 



23.1377 



21.1263 



3.1588 



PCT/US2004/000240 
Atty. Ref. 4492|.b0y04J1-WO/2105485] 
Mean Ndntox 



5.1952 



8.5998 



1.4157 



1 .3032 



255.4150 



556.3827 



0.8218 



22.1686 



95.4076 



95.4076 



95.3560 



95.3560 



95.2528 



95.2528 



95.2012 



95.2012 



95.2012 



95.0464 
95.0464 



94.9948 



118.9190 



15.0697 



38.3687 



54.2523 



98.1663 



447.0150 



49.5193 



28.1137 
57.9050 



75.6870 



125.0830 
64.3560 



94.9948 



94.994 



94.9432 



94.9432 



94.9432 



94.9432 



94.8916 



94.8916 



94.8916 



94.7368 



94.7368 



94.6852 



94.6852 



94.6336 



94.6336 
94.5820 



94.5304 



94.4788 



94.4788 



94.4788 



94.4788 



94.4788 



94.4272 



94.3756 



94.3756 



94.3756 



94.3756 



99.5872 



99.4324 



99.3808 



143.7777 



41.3827 



49.1207 



29.7637 



140.1103 



21.5107 



108.8400 



17.5493 
526.8320 



190.7280 



39.7727 



40.9170 



80.6820 



898.5600 



169.8320 



29.7318 



17.5009 



0.4476 



4.2783 



0.8445 



3.8046 



41.9194 



10.3168 



0.7287 
7.0705 



4.1889 



19.6528 



11.7193 



8.5126 



1.3871 



0.9843 



0.6199 



1.4782 



230.1816 



2.4465 



877.0880 
119.2699 



12.1322 



35.7468 



159.3539 



364.8595 



$BUontox" 

5lTl955) 
9.8341 



61.3683 



21.5576 



15.5772 



62.3646 



62.9135 



312.6532 



25.7709 



36.4934 
30.3178 



49.6742 



77.0015 



31.8702 



103.6586 



26.1896 



_38.9172 



42.2141 



0.4403 



12.9449 



1.1851 



7.8951 



7.0129 



0.5520 



1 .0277 



1 .5026 



35.8058 



220.2500 



436.1430 



80.5830 



20.0507 



72.9257 



29.2663 



8.3277 



23.2083 



124.0640 



445.8727 



49.2383 



98.9327 



30.8430 



9.8250 



36.1200 



1.7219 



6.6959 



70.3843 



20.9013 



0.4562 



14.5015 



5.0680 



151.1395 



23.7649 
65.9630 



34.9745 



512.3926 



155.0495 



39.7593 



30.7312 



68.3677 



667.8349 



166.5296 



179.3605 



264.3237 



26.8310 



27.4904 



37.5357 



19.7431 



1.2392 



5.3375 



97.3531 



8.7158 



5.8472 
1.9821 



0.0605 



44.3577 



99.1744] 73^057 



0.5561 



89.4606 



35.7844 



9.3084 



89.1225 



769.5472 



23.6577 



152.7614 



15.5861 



20.9416 



0.1781 



4.8615 



95.0549 



53.2520 



8.1680 



211.0522 



32.61701 



_ 7.7866 1 
22.6303 



43.1845 



103.2332 



29.0677 
" 7.4886 



12.61521 



14.70631 



33.43651 



61 .2449 



8.9952I 



11.1743 
13.4558 



16.3861 



20.9698! 



12.4663 



20.9762! 



12.0762 



13.53431 



22.8888| 



38.5018 



9.6350I 



32.1963 



22.7440 



127.6345 1 
43.0660 
11.8411 
^10.7056 



36.18051 
"138.1971 
33.5529I 



54.2251 



68.1876 



22.5233 



16.4814 



15.80361 



71.7197 
13.6356 



_ 14.66361 
32.4936! 



158.98941 



17.4757] 
49.9279 



10.3438] 



45.4C 



27.761A 
17.57281 
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TABLE 51!: 
Timepointl 


ROSIGLITAZ 
[s): 24hrs 


ONE 


Atty. .pet;;44p21 -5090-0 1 -WO/21 05485 


C5LGC ID 


LDA Score 


Mean Tox 


SD tox 


Mean isinntrv* 


ten m#«k4aw 

|ou Nontox 


2055 


i 99.1744 


32.4662 


» U.ZOOc 


> 47.7918 


I 16.5450 


23828 


99.0712 


59.292C 


n onor 


58.3427 


27.8960 


5996 


99.0196 


85.4693 


u. I oyc 


86.7945 


25.2704 


20924 


99.0196 


920.4167 


OA O,QQ0 


556.9585 


145.0918 


6014 


98.9164 


106.4107 


u.4yuo 


81.6568 


48.1453 


5513 


98.9164 


26.9637 


U.Uo/ o 


24.2733 


19.9713 


7520 


98.8648 


39.0613 




38.8223 


22.9392 


6821 


98.7616 


125.9117 


n 0K07 


181.8108 


52.3404 


2261 


98.4004 


4.0707 


O.U124 


46.7104 


24.7259 


9838 


98.3488 


364.5093 


0.y4b4 


226.8268 


103.4810 


10233 


98.3488 


46.7777 




A A r\ J mn 

142.1598 


44.0484 


24146 


98.2972 


137.2997 




202.1487 


49.6015 


10900 


98.2972 


119.5810 


n con n 


118.5750 


39.4364 


3257 


98.2456 


51.7370 


H o cooc 


198,1059 


74.7974 


21508 


98.1940 


106.3280 




77.0680 


16.5581 


11160 


98.0392 


48.3053 


1 .o I f 4 


83.3922 


56.6098 


23277 


98.0392 


68.8487 




30.8753 


23.4431 


12043 


97.9876 


308.3733 


A A >inoQ 
44.4UOO 


128.5108 


79.4231 


3969 


97.9360 


504.4400 


Q C/l A A 

0.041 1 


361.7481 


93.5438 


11412 


97.9360 


159.9210 


o C\r\nr\ 

o.yuoo 


85.4271 


40.4729 


7715 


97.8844 


13.0380 


A A Qfi A 

i .1oo1 


33.6916 


11.9323 


6745 


97.8844 


! 53.2420 


Q "7AOO 


-0.2863 


34.9115 


18811 


97.7812 


43.8537 


n cncc 
U.OOOD 


54.5499 


22.4362 


22737 


97.7812 


1095.0910 


4n AAA** 

111.4442 


1368.8336 


415.2679 


3353 


97.7296 


130.9480 


1 .4000 


93.8077 


27.0583 


4080 


97.6780 


258.0857 


i .O/ yu 


209.6585 


63.3883 


3625 


97.6264 


512.6547 


lu.uuoy 


344.9622 


125.2036 


14901 


97.5748 


7.2960 




38.1981 


31.5191 


23998 


97.5748 


60.1213 


A oooo 


37.6604 


14.2978 


3316 


97.5748 


81.3407 


1 .4270 


55.7346 


29.2755 


17664 


97.5232 


64.0910 


f\ A A no 


68.5611 


29.4583 


12690 


97.4716 


41.8730 


U.o2o0 


51 .9646 


16.9768 


23937 


97.4716 


14.6573 


U.oUl / 


21.4351 


24.0086 


14101 


97.4716 


71.3150 


U.8348 


94.0315 


25.2719 


20106 


97.4716 


108.5207 


O CO /I H 

2.6341 


198.3327 


102.5249 


23237 


97.4200 


551.6417 


Ty.o/ 14 


865.9790 


172.2860 


14463 


97.4200 


500.6007 


12.7741 


356.3683 


79 5826 


7903 


97.4200 


44.3393 


3.9227 


17.2892 


12.8793 


23289 


97.3684 


68.7267 


f\ CT A O 

U.o/48 


77.1676 


23.8858 


21754 


57 / .0004 


1274.0653 


o^y.9235 


636.6764 


170.1959 


13592 


97.2652 


55.3620 


0.7405 


38.8405 


31 .8436 


11024 


97.2652 


23.1620 


1 .0596 


14.5000 


53.2536 


17231 


97.2652 


145.6970 


1 .5258 


161.5773 


76.3897 


12102 
6251 


97.2652 
97.2136 


19.9853 
528.9010 


OA <1 CAO 

20.1603 


162.0343 


112.7268 


22755 


97.2136 


69.1977 


2.2359 
0.8980 


509.5125 
94.8261 


33.3201 


7880 


97.2136 


203.4163 


15.0982 


73.9560 


59.7649 




Q"7 'I CIA 


2325.4020 


280.9567 


1458.7760 


282.3528 


13712 


97.1104 


42.3873 


3.3615 


49.5530 


176.8279 


19005 


97.0S88 




12.5§72 


32.5703 


21.4578 


4774 


97.0588 


298.2953 


23.5386 


179.0155 


45.9753 


2534 


96.9556 


59.4027 


0.6839 


47.0757 


13.7709 
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TABLE 511: ROSIGLITAZONE - — Atty. Ref. 44921r5090-01-WO/21p5485| 
Timepoint(s): 24hrs , - ; v v 



GLGC ID 


LDA Score 


Mean Tox 


SD Tox " 


Mean Nontox 


sb Nontox 


19474 


96.8524 


482.7043 


4.7665 


451 103^ 


17*1 07'3't 


23929 


96.8524 


119.9370 


3.0490 


84.1205 




6829 


96.8524 


71 .9370 


2.2959 


47.3094 




884 


96.8524 


157.9607 


1 .5650 


149 8^14 


A A A7AA 


16668 


96.8008 


126.9523 


2.9561 


85 1*508 


07 OA CO 


8124 


96.8008 


82.3080 


7.0661 


40.3686 


17.8861 


2456 


96.8008 


113.5797 


6.5179 


71.7085 


22.5480 


5002 


96.7492 


106.6370 


1.0650 


127.3864 


25.2245 


21604 


96.7492 


555.9780 


80.8008 


321.7814 


84.0405 


19467 


96.7492 


189.9040 


11.3668 


298.0918 


72.6472 


22439 


96.7492 


127.7150 


17.7419 


55.7336 


52.2231 


[ 3997 


96.6460 


50.1093 


14.4782 


139.3108 


40.4989 


10532 


96.6460 


97.7030 


3.1952 


70.9501 


20.2826 



-492- 



WO 2004/063334 

1 1 ABLE 5JJ: GENERAL 
|Timepoint(s): All 
IbLGCIL) |LL)A Score 



nriea n Tpx |SD tox" 

34-25 951 16.8535 



PCT/US2004/000240 
Atty. Ref. 4492 1.6090-01 -WO/2 1054851 




-493- 
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TABLE 5JJ: 

Tlmepointfs 
faXG ClD 

3692 



15032 



20734 



11352 



16204 



17218 



GENERAL 
All 



PCT/US2004/000240 
Atty; Ref. 44921-5090-01-WO/2105485I 



18360 



1719 



19048 



16947 



21722 



19649 



15767 



561 



23300 



24662 



25479 



15468 



11530 



8211 



24873 



19278 



14580 



1170 



21069 



4327 



24419 



11745 



23715 



13938 



7164 



25795 
15410 



15617 



15125 



4448 



24420 



3623 



17963 



16485 



10185 



1731 



17374 



11966 



15041 



1841 



DA Score 

66.5893 



66.5382 



66 I 5132 145.0892 



66.4768 



66.4711 



66.4677 



66.4563 



66.3949 



ttne an Tox 

155.3092 



33.1735 



266.1557 



1406.6185 



313.9458 



346.4218 



66.3517 



66.3460 



66.3392 



66.2733 



66.2687 



66.2516 



66.2346 



156.4190 



52.1643 



64.6320 



78.8460 



77.2451 



185.6237 



430.8957 



66.1027 



66.0254 



66.0083 



65.9230 



65.8912 



65.8560 



952.1552 



156.7100 



1722.2655 



1436.5322 



382.9851 



828.4386 



65.8173 



65.7684 



65.7479 



65.6854 



65.5387 



65.5251 



65.4910 



65.4603 



65.4421 



379.1240 



90.0442 



26.6497 
90.3365 



41.7827 



108.9996 



87.8761 



479.0887 



32.3760 



65.4148 



65.3875 



65.3750 



65.3625 



65.3568 



65.3261 



65.3238 



65.3034 



77.6296 



75.5764 



278.7450 



SDTox 



29.6198 



8.9006 



98.4298 



69.8218 



208.4569 



79.0318 



85.2672 



48.4436 



20.6674 



19.0932 



28.5022 



23.2617 



46.5275 



72.4243 



173.8440 



39.5070 



325.7824 



229.7038 



353.7153 



237.9910 



64.7791 



Mean Noritox 

187!2876 
39.5999 



SD 



Nontox 

51.87931 



87.03471 



9.74451 



26.78041 

59.9196 1 

_1244.8317| 193.7024 



311.68991 



376.52801 



68.57981 



30.9386 



11.7230 



27.3135 



10.6361 



31.7510 



57.7349 



84.5144 



54.2645 



19.5470 



21.5404 



1163.7670 



22.0207 



73.4162 



29.2971 



1652.0605 



65.2818 



65.2715 



65.1976 



65.1874 



65.1567 



65.1283 



65.1123 



100161 



65.0987 



17151 



65.0919 



23780I 



65.0816 



65.0680 



9826! 



100151 

25895 



65.0339 



65.0259 
65.0237 



30.9912 



191.6866 



193.8563 



26.7998 



225.8634 



249.3977 



340.4083 



20.4580 



80.2937 



240.9787 



126.6321 



20.9706 



31.0955 



254.6920 
8.66141 



102.4319 



225.4294 



10.8451 



25.4616 



10.2480 



361.4076 



14.5403 



68.4033 



39.4326 



12.4135 



77.9986 



41.6200 
61.8618 



12.9306 
32.1224 



88.2186 



32.8328 



12.2426 



14.2829 



86.7035 
17.4251 



77.98231 



97.4257! 



99.7705] 



222.2000I 



495.6473I 



116.41071 



32.3422T 



72.46291 



51.45991 



88.2913] 



60.3946) 



542.691 9| 



6.11691 



93.80241 



94.64481 



13.63381 



55.70641 
36.2998 



40.3320F 



233.20321 



223.35691 



32.31651 



280.10501 



282.52051 



389.68101 



17.63631 



57.33361 



193.91521 



108.83861 



31.26561 



41.2229! 



210.18091 
20.4931 



94.0896| 



426.0018 103.2818 
J92.6382I 46.9362 



20.8584! 



24.56421 



22^430^ 



50.57051 



— — — — . 76.54631 
1085.2464 163.24621 
183.0955) 38.7900 



1991.8786 338.85fift 



1276.1137 212.9131 

177.7582 87.6155 1 

659.2601 154.16071 
435.5892 



77.2U6\ 
38.5619 



26.4895 ! 
71.2141 



79.8628 ! 
14.4939 
22.4060 



364.59191 " 132.0502 



1323.97251 212.685?! 



7.15971 



17.4314 1 
10.4588 



1453.42351 277.2366 
13.1050 



76.8655 ) 
43.3008 



9.7942I 
71.4705 
59.8285 



68.3133 



22.89171 



25.85291 



52.64541 



24.96231 



15.86041 



14.90681 



54.9484 
21.4915 
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TABLE 5 J J: GENERAL 
Timepoint(s): All 
UiLGCID ILDA Score 



PCT/US2004/000240 
Atty. Ret 449^i-t>09Q.01^WO/2105485| 



17271 



233361 



193261 



190221 



255941 



161921 



24481 



229391 



44791 



99761 



229301 



114261 



126621 



22678 



24171 



13428T 



19220 



4909 



7868 



8820 



15596 



4730 



4253 



3304 



11399T 



2331 



24051 



11680 



14494T 



20953T 



2196 



4285 



219971 



86191 



140951 



9317T 



89171 



221301 



147761 



124351 



161241 



65501 



30431 



65.0214 



65.0180 



138261 



5863T 
7785 
2803 
14700 
15449 
11897 
6263 



65.0168 



iwea n Tox 

60.2738 



78.2744 



65.0066 



65.0009 



65.0009 



76.8158 



75.1842 



72.7248 



72.2904 



72.1870 



71.7788 



65.5375 



95.9416 



349.0339 



34.5344 



74.2112 



39.3657 



228.3896 



491 .7338 



217.4787 



71.6128 



70.7100 



70.6986 



70.4223 



70.4177 
70.3188 



70.0152 



69.9209 



69.9209 



69.8606 



69.8401 



69.8231 



69.7207 



69.6184 



69.4967 



69.4353 



69.3035 



69.2204 



69.1932 



69.1886 



69.1011 



68.9567 



68.8577 



68.8520 



68.8475 
68.7918 



68.7202 



68.6792 



68.6099 



68.5928 



68.5325 



68.4939 
68.4166 
68.3722 
68.3438 
68.3245 , 
68.2904 
68.2358 



430.7607 
59.2040 



240.9209 



SD Tox 



36.8581 



21.6816 



20.4478 



26.5834 



62.1185 



9.0067 



19.8277 



41.2712 



Mean^Nontox 

41.1555 



96.2845 



53.0026 



sb Nontox" 

29.01101 



24.48441 



109.1019 



385.2526 



41.1047 



100.7353 



100.9083 



202.1302 



140.3171 



141.9394 



32.3768 



74.3770 



65.2547 



343.5755 



137.6288 



100.1702 



306.1685 



921.6366 



938.7402 



129.7892 



246.1395 



121.1745 



777.1228 



117.0387 



199.3478 



196.4649 



722.8413 



369.0324 



257.5456 



82.8350 



265.5388 



48.3079 



22.6059 



86.1641 



145.1523 



670.8533 
357.4950 



576.5768 



20.48911 



27.23741 



62^908^ 
9.9814 
20.1242 
33.9869 



76.0803! 



90.8955 



298.3937 



20.1172 



79.9381 



97.4837 



81.4399 



51.9239 



31.4308 



131.6133 



213.7143 



250.0683 



40.9456 



57.3973 



49.4948 



653.0431 



31.0186 



39.9329 



42.6964 



422.1556 



192.9884 
134.8450 



416.2712 



1113.8680 
1105.9844 



163.8501 



145.1039 1 
131.3775 



141.74971 



55.48011 



23.26111 



19.762CM 
68.5468 



52.638S 



36.8073^ 



114.1028^ 
177 6359 



192.04891 



320.9397 



160.5642 



317.3893 



150.0066 



226.2258 



152.7183 



73.7154 



74.2533 



232.1137 



865.5185 



314.7563 



45.8355 



52.3146 



162.5993 



589.7563 



134.8922 



180.4303 



73.6475 



29.2644 



39.5793 



156.9397 



40.7874 



387.6523 



192.5566 



324.6097 



375.4099 



112.5273 



1219.1377 



264.4685 
18.3555 

138.3072 
50.6679 

33.8856 " 
172.3906" 



49.2285 



82.4764 



44.7331 



169.9924 



91.4847 



35.1563 



228.4679 



312.0967 



112.2171 



343.0222 



79.2878 



193.2475 



694.6903 



34.988m 



79.5986 



48.435(H 
197.5116 



31.1072^ 



32.0TTS 



121.507CN 



52.8844] 



34.79791 



76.128m 
29.7707 
35.8449 



174.6518 



222.9292 



453.2932 



237.4061 



212.2391 



469.2689 



143.1731 



63.6224 

25.9962 

54.9376 

20.6625' L 

€2.7€3G( 

11.4193 

4S.0848' 



1434.0857 



135.01631 



35.47601 



52.0793 



75.4357 1 
43.5750 



55.58211 



93.38621 



30.39261 



311.1134 
36.4874 

183.4522 
36.6629 ' 

308.6923 
40.8550 ' 

211.6096" 



217.1109! 



54.0255 
21.6407 
45.2714 
13.0915 
71.0213 
10.4420 
45.1407 
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TABLE 5KK: General Core Tox Marker 
Iimepoint(s ): All 



22321 



LDA S core 

75.6185 



204611 



219751 



15301 



15003 



34311 



150021 



114221 



186541 



154021 



17217 



160801 



197101 



21657 



160811 



66841 



18921 



216831 



16312 



183131 



15211 



20449I 



151911 



212391 



177361 



44731 



41301 



88291 



173941 



93781 



172151 



216821 



226751 



385( 



214431 



574T 



50491 



199761 



1097F 



24875I 



114231 



21583 



23058I 



17141 



75.1990 



75.1842 



20972I 



15761 



74.9238 



20983 



18655 



3799 



74.2041 



74.0688 



73.4582 



73.4241 



73.1898 



Mean Tox 

34.2595 



PCT/US2004/000240 
Atty. Ref. 44921 -5090-01 -WO/21 0548£ 



310.8506 



SD T ox 

16.8535 



62.7182 



268.8610 



156.4787 



321 .4460 



792.2635 



432.4998 



72.9079 



72.8374 



71.9823 



71.7594 



71.7106 



71.5457 



71.4013 



71.3603 



71.3467 



71.3410 



71.1978 



70.9726 



70.7964 



70.6133 
70.6076 
70.5974 



70.5474 



70.4132 



70.3734 
70.2574 



70.2461 



70.2415 



70.1358 



70.1062 



69.9914 



69,7503 



69.6662 



69.4842 



69.4194 



69.3990 



69.3091 



69.2614 



69.1954 



69.0397 
69.0237 



69.0135 



69.0010 



68.9464 



85.9764 



152.9391 



285.6013 



350.7624 



67.3947 



167.1420 



it/iean K i ontpx 

18.2323 



22.3949 
123.7110 



33.4574 



390.6709 



219.3143 



364.4478 



29.2380 



71.7638 



59.4143 



83.8685 



75.2188 



1185.4910 



168.3883 



27.7588 



1642.8702 



97.1756 



111.6100 



3376.8495 



98.4309 



292.2106 



788.2982 



185.6163 



1035.4250 



90.9636 



189.3837 
317.4360 



427.6224 



100.9102 



140.3519 



28.3445 



48.9600 



27.3961 



280.4249 



742.571" 



76.5776 



37.0771 



270.7155 



130.2839 



146.9295 



88.6019 



162.1553 



199.8098 



46.5067 



591.5221 



159.8612 



118.9154 



231.9206 



340.2954 



419.1402 



7.1628 



44.2077 



902.5884 



16.11721 



73.2613 



683.5585 



44.4057 



67.8425 



1116.1400 



72.4940 



40.2851 



60.1567 



ggL5373 "2652^ 504 
_4p447| 63.7035 



380.2844I 



1133.41381 



64.6547 



su Nontox" 

9.41551 
47.6714 



105.8374 
693.2538I 



61.5220 



109.3490 



22.7675I 



534.5436 



78.0756 
jra i 4486[ 



114.9192 



255.9001 
258.2476 



39.0637 



339.9802 



46.7323 



135.8928 



64.04691 



173.9482 



30.0366 



-15.4356 



21.3493 



26.0113 



116.21701 



49.2124 



254.3230 



189.4061 



653.591 51 198.0143" 



573.4534 



40.2866 
238.2240 



21.6493 



157.6573 



324.4733 



232.9766 



148.3219 



845.8319 



23.3670 



68.8248 l&Ka MA 



68.7418 107.6260 



10.3838 
114.2269 



761.5973 



50.3488 



10.790TI 



318.9707 



49.6884 



32.1978 



146.4239 



214.8633 



65.61181 



375.2011 



31.1826 



295.2279 



182.1938 



ZS8.4433 102ft g737 



16.7164 



113.6422) 



34.5911 



UU.I 

68 ' 



£314 



744.6212 
1107.3409 



~ 62.1282 



498.4937 



UK .9644 
207.4810 
204.2324 



20.7951 
50.7833 
39.7345 



36.32581 



122.85621 



50.37201 



30.0944 



55.9597 1 
57.4511 



72.1336 1 
23.8680 



15.76661 



167.2371 
37.7272I 



15.45311 



239.3556 



17.0137 
18.3006 



565.6103 



29.5109 



57.5069] 



171.1551 
45.4813 
180.7569 



25.63301 



68.0301 
63.7526 



38.9239! 



36.5854 
55.3860 
14.6579 



21.8259 1 
55.3624 



112.0019^ 



154.56571 



12.1908 



91 .7227| 



12.7463 1 
66.0918 



115.57801 



67.8701) 



40.0553 



206.7711 



167.7966 
364.9625 
907.2128 " 
959.6013 



99.1120 



57.8838 
81.7487 

199.1 618 

134. 



-497- 



WO 2004/063334 



TABLE 5KK:. General Core.Tox Markers 
Tlmepoint(s): All 



PCT/US2004/000240 
Atty. Kef. 4492;1 ^5090-01 -WO/21 05485 



19650 



8210 



21444 



1638 



1340 



19279 



10743 



20448 



17137 



16342 



LDA Score 

68.4950 



3430 



21654 



2555 



20848 



17735 



10248 



11114 



24235 



20868 



13789 



18883 



6980 



16725 



23368 



12010 



16123 



24362 



4339 



25705 



24219 



11153 



15379 



1271 



20433 



20177 



23731 



17296 



24763 



8597 



17601 



11865 



25545 



13646 



16205 



10887 



5384 



20729 



16518 



1159 



18403 



17734 
64 



68.3631 



68.3597 



68.2801 



68.2733 



68.2403 



68.2199 



68.1937 



68.1414 



68.1414 



68.1062 



68.0948 



68.0675 



68.0470 



68.0232 



67.9470 



67.9458 



67.8913 



67.8913 



67.8560 



67.8196 



67.8105 



67.8083 



67.7832 



67.7571 



67.7093 



67.6127 



67.5354 



67.5274 



67.5274 



67.4671 



67.3819 
67.3750 



67.3398 



67.3102 



67.2909 



67.2704 



67.2386 



67.1806 



67.1385 



67.1056 



67.0726 
67.0601 



67.0123 



66.9805 



66.9703 



66.9566 



66.9543 



66.9521 



66.9339 



66.9043 
66.9032 



Mean Toi? 
263.981 



57.4586 



136.5334 



122.4597 



1100.5494 



158.3076 



139.7771 



200.0502 



656.8594 
28.4823 



139.4883 



281.9094 



67.1897 
1790.4577 



1689.5961 



380.7530 
58.9010 



271.3439 



76.0247 



35.6846 



95.9977 



119.7477 



21.0355 



342.8849 



161.2940 



151.7510 



70.1349 



330.9076 



483.3095 



362.8953 



592.1088 



86.2432 



71.4633 



102.2437 



28.9418 



196.6788 



31.4375 



145.2555 



198.7026 



177.2865 



52.4406 



292.3751 



683.5205 



1735.3080 



67.1386 



102.7054 



698.2047 



1021.8743 



85.6168 



2385.3237 
1608.1908 



SDTox 

56.8728 



22.8477 



82.1857 



39.2649 



220.9089 



Mean Nontox 

325.8264 



80.0516 



71.1793 



158.8515 



24.7864 



37.2153 



283.8492 



253.9941 



13.5937 
47.9044 



148.2317 



36.8268 



279.1314 



1092.4495 



114.3829 



70.0447 



1290.4251 



179.0857 



170.4504 



54.1081 



892.0875 



36.5884 



102.3391 



188.9304 



42.6112 



SB Nontox 

64.7982 



1568.6877 



972.3470 



294.6245 



126.9928 



42.9611 



11.4824 



45.3994 



42.4442 



12.6859 



89.3216 



37.9738 



84.6333 



21.0065 



24.7929 



190.0143 



43.2374 



49.3703 



63.0582 



154.0515 



13.3580 



422.9070 



198.3717 



97.4968 



59.9258 



205.7122 



136.9343 



210.2750 



32.6069 



17.5343 



66.1840 



16.2224 



64.7240 



8.7784 



55.4727 



63.6688 



41.5957 



19.9271 



125.5411 
181.4408 



245.2707 



83.7830 



376.9540 



338.5691 



283.3848 



448.4556 



115.5606 



82.4708 



59.7421 



45.2501 



152.3782 



37.8552 



178.1109 



150.9571 



208.3250 



67.5548 



360.7596 



21.2123 



105.1552 



127.5898 



506.7264 



27.9488 



624.8610 



992.4403 



555.9496 



1528.1296 



91.3261 



31.3045 



788.2066 



732.4187 



111.4484 



2798.2098 



936.8658 



27.4342 



38.0707 



42.8884 



198.7156 



21.3291 



42.1306 



31 .5035 



228.5328 



11.7237 



20.1371 



34.6117 



17.2322 



254.0128 



298.9849 



71 .8207 



11.4189 



48.7300 



23.9546 



14.5261 



19.1063 



38.5185 



7.6181 



86.0283 



49.9862 



34.5563 



19.9340 



58.0307 



79.1325 



55.6203 



122.6381 



35.7516 



14.7182 



20.5107 



18.6935 



36.4458 



8.0298 



61.5843 



30.9868 



38.2134 



18.2568 



112.0516 



143.0688 



279.4525 



30.9001 



36.3468 



117.8244 



169.6207 



30.7412 



541.7250 



251 .9332 



97.8079 



25.3021 



124.9819 



33.1042 



-498- 



WO 2004/063334 



PCT/US2004/000240 



14185 



13092 



24234 



13574 



20869 
14989 



1760 



10097 



3692 



17401 



15189 



15032 



20734 



11352 



16204 



17218 
18360 



1894 



1719 



244 



19048 



16947 



21722 



958 
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1434.0857 



118.8635 



101.4527 
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9.0022 



254.3082 



36.4874 



54.9376 
20.6625 



212.4182 
39.0086 



183.4522 



89.7908! 



34.2756! 



170.5345 1 
32.0114 



121.50701 
27.9332 
78.3001 
59.4807 



52.8844! 



54.7004! 



34.7979! 



76.12801 



30.57931 
29.2492 



55.54521 



126.27521 



29.77071 



32.62471 



35.84491 



155.89641 



19.98341 



58.32641 



32.23251 



135.01631 



35.47601 



52.07931 



44.52511 



75.43571 
83.6622 
49.1098 



58.2425! 
43.5750 
73.8299 



55.5821 



11.24541 



53.6981 1 
143.5701 



93.3862! 



30.3926! 



217.11091 



29.68341 



28.6385 1 
19.8994 



54.0255! 



11.64421 



68.7033] 



21.6407 



72.2063 ! 
26.1443 
45.2714 
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TABLE 5KK 
Timepoint(s 

^luuid fLD A Scope" 



PCT/US2004/000240 



General Core Tox Markers 
All 



23978 



154491 



118971 



62631 
11246 



220811 



69461 



165991 



15283? 



73151 



11346 



12819T 



226921 



185071 



121171 



146541 



112421 



116961 



167521 



165331 



182511 



67581 



56681 



48611 



6645) 



25391 



182061 



22615 



2373I 



77491 



1287T 



48551 



41541 



65851 



23963 



227651 



6686 



3014 



10650 



17524 



4052 



8012 



4145 



17950 
11752 
11424 



68.3427 



68.3279 



68.3245 



68.2904 



68.2358 
68.2028 



68.2017 



68.1960 



68.1630 



68.1459 



68.1448 



68.1198 



68.1096 



68.0971 



68.0686 



68.0413 



Mean Tox 

155.7964 



152.6187 



247.8878 



33.8856 



172.3906 
91.1100 



196.6991 



463.8221 



481.9139 



350.7587 



34.1667 



86.2982 



432.2876 



432.0026 



631.2803 



67.981 1 



67.9743 



67.9595 



67.9492 



67.9356 



67.9197 



67.8810 



67.8765 



67.8321 



517.5391 



247.5209 



60.8831 



112.8963 



73.7208 



384.8170 



86.9313 



23.2318 



61.2483 



67.8230 



67.8196 



67.8105 



67.7969 



67.7832 



67.7764 



67.7446 



67.7002 



67.6934 



67.6650 



67.6604 



67.6593 



67.6457 



67.6445 



67.641 



67.6343 



67.5570 



67.5558 



67.5354 



67.5331 
67.5069 
67.5035 



140.7460 



126.1081 



49.7049 



SD;T6x 

113.5131 



Atty. Ref/4492T-5090-01 r WO/2105485| 
bean Nontox 



43.57011 



78.9540 



62.76301 



171.1043 



11.41931 



308.6923 



3D N ontox 

32.92151 



_ 46.08481 
26.1558 



40.8550 



49.81331 



211.6096 
113.3934 



106.19121 
159.4526 



238.1235 



523.8894 



73.8419 1 
~46.4857 



608.6746 



296.6933 



59.02971 



6.3470 



85.97461 



133.2276 



111.86511 



504.2326 



150.01231 



519.1002 



142.70681 



485.8802 



89.65071 



610.0512 



36.00131 



300.3160 



44.9690! 



36.1544 



50.4746! 



145.3375 



134.78571 



115.6206 



23.17521 
13.6344 



291.2660 



70.5075 



34.84361 



14.3589 



51.44681 



86.7686 



259.8077 



129.6028 



315.5731 



1258.3134 



522.6697 



54.6195 



261.8141 



1146.6529 



75.4752 



48.4804 



28.5670] 



180.7381 



46.10901 



149.3772 



52.0249! 



15.8238 



185.4675) 



213.7398 



87.4847! 



34.7554 



278.6021 1 



397.0314 



143.85741 



1117.5030 



21.22201 



637.2558 



94.0689 



71.0632 



693.67191 



204.3082 



34.4528 



647.8214 



283.01671 



209.8156" 



605.0163 



1027.3541 



395.4532 



40.1688 



1500.2723 



47.67311 



55.7581 



56.5288] 



18.4176 



101.67571 



346.3295 



199.51541 



259.7456 



226.99041 



772.0382 



97.64961 



1192.6757 



16.7176! 



468.9675 



61.5713 
1644.3102 " 
474.7738 



281.64341 
28.9890 
418.3417 " 
132.3324" 



27.3498 



1281.0845 
38.8838 
1893.5383 
609.3307 



27.8711] 



71.02131 



10.4420 1 
45.1407 
27.4628 



42.4566! 



92.42311 



132.14571 



65.33401 



17.75981 



58.56741 



92.59861 
100.0788 



116.34491 



111.63801 



70.11271 



16.99371 



40.0203 1 
50.0369 



70.39441 



16.07151 



9.56331 



31.1453 



41.46751 



32.03431 



22.4139 1 
49.5328 



33.06661 



82.14061 



188.5951 



128.8985} 
20.0774 
51.8082 



276.3213 
29.7259 



55.64611 



64.83881 



226.1347 1 
194.6795 



87.97161 



11.2761 



292. 0936] 
~ 14.8504] 
325.19411 
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[TABLE 5LL: VASCULATURE AGENTS 



score 

85.1153 



PCT/US2004/000240 
Atty. Ref. 4492l-6uyUr01-WO/2105485 



10015 84.4864 
19101 1 81.7610 



574[ 



81.6038 



24623| 81.4990 



(lea n Tox \Sl 
109 7176 



307.21091 
150.7254 



fox 

9.3893I 



43.97811 
26.2971 



toritox 

139.7580 



868.6018| 163.94211 



216.8248 
204.9365 



10016 



1 50.45771 33.4726 



601.0181 



11352 81.079 / 238.t)n?» ocv-n^ 



8386 



-gffi-- 80-6t>04| 28 8 :63ni| 



361.3413 



1510T 



181081 



1U.4589I 25.8256 



HlpZjiSi — jggll 



214431 



/M.4549 2/8.9396 65^4047 



15185 79.2977 
21709 79.0881 w,„ wlo 
15629 79.0356 35?7n3 



1191.36231 
379 8018 



205.4639 



205.5944 



93.7882I 



927.9137 



20917 



17.24081 



251.8914 



180431 



/».5H5 92.9927 iTTsns 



60.6819 



25802 



78.4591 



SQ.U2S3I 23.71 7nl 



127.6081 



/6.3019 82A0513 147^717 



62.4319 



11423 78.1447 13T3937 



597.0436 



15379; 



78.1447 



nut5\ 78.0398 218^1 



— . 37.3896 1 P04 93QB 

68.14U2| 20.21051 



20856 



37.33091 



109.5535 



101851 



171081 



77.6730 



85971 



77.5681 



16.8177 



9.96181 



1U8.6139I 26.78fuf 



31 .4369 



158861 



20778| 77.3061 



'/.5681 196.5452 ggjggfl 
77.JOOQ 473.4446 59 31 on 



137.8878 



158.3220 



116351 



&2.1464I 7.73141 



404.9769 



26891 



/7.1488 105.4547 ~2&5(YiR\ 



62.5674 



Z6.8868 155.2587 



15/41 76.7296 213.3fiRfi 



135.9076 



12347 



1283T 



692T 



76.5199 
76.51991 



39.004 01 

«0-9177| 15^05nT 



180.5665 



294.8905 



B/.8683| 22.4825! 



105.6893 



20740I 



76.5199 184.3874 ~4Tfis5n 



110.9277 



113871 



2437 



76.2579 38.4384 ~13^5Za 



17451 



76.2055 /73.9Q58 14173403 



76.2055 



15.3793 



7.6469 



179 ^ U | ^- 1006| 159 .47651 22.2002 



8384 



76.1006 



51.3825! 14.2583 



^gg T^g ^ 757l8l79] ^f0537QZ 

13646| 7 5 : 8910 | 676.2628jf-TH 7S3» 



60.3757 



619.1436 



28.1031 



194.6245 



97.5901 



915.5492 



19421 



75.7862 



24.59061 7.0316 



75>338 101.1933 ^7?7q 



17911 



/-5.5813 30.2006 204Q3* 



113501 



Z5.6289 101.6522 TtoooK 



3799 



75.3145 



13974 



20986 



34 .48751 12.38Q4 



■^2g2l| 523.5803 197 oT^ 



'5.2096 651.4240 llflTfiTftn 



82.57881 263473 



577.1817 



36.7932 



44.5242 



819.7597 
100.6470 



56.9048 



124.6235 



63.9145 



380.1915 



537.7303 



143.8036 



*J ontox 

28.6916 



63.9197 
48.1947 



155.2758 



32.5100 



62.8547 



63.5805 



112.2708 



61.5743 



45.0584 



33.7011 



24.1957 



75.5048 



185.0006 



56.12121 



30.01551 



31.16931 



21.37251 



152.13451 
66.5344 



36.73281 



42.74821 



186.99351 



10.33281 
27.1458 



96.7858I 



13.1215 



28.7605 ! 
32.8832 



82.3313 



37.4992! 



40.26131 



35.4832 



133.99811 



18.4692 



112.2056 
13 7895 
58.2811 
53.4359 
163.8856 
157 9653 
1 1 .96031 



32.3307 



36.9067 



24.6832] 
26.7114] 
29.96631 



112.2063 
145.4884 
78.5875I 
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|gLgc Id 

16177 



4472 



8212 



167 



8596 



8200 



2882 



16871 



15347 



1310 



15125 



17086 



2150 



20984 



5998 



21809 



25710 



21421 



25547 



1383 



349 



15849 



15697 



17159 



17612 



24428 



21840 
15510 



LDA Score 
75.0000 



74.9476 



74.7904 



74.7904 



74.7904 



74.7379 



74.7379 



74.6855 



74.5807 



74.5807 



74.5283 



74.4759 



74.4235 



74.4235 



74.3711 



74.3711 



74.2138 



74.2138 



74.1614 



74.1614 



74.1090 



74.0566 



74.0566 



74.0566 



73.7945 



73.7421 



19177 



24107 



14554 



25379 



15767 



20985 



25594 



19894 



10071 



13151 



17212 



20092 



20515 



13926 



25365 



5065 



16330 



23854 



24420 



15244 
2757 
6548 
24171 
17232 



73.7421 
73.7421 



nriean Tox 

37.5857 



11.5361 



547.3333 



SDTox 

5.9390 



5.2972 



450.3721 



208.7893 



45.1388 



464.8075 



57.6114 



107.5588 



124.4094 



77.9493 



258.0716 



124.7298 



512.0872 



80.2265 



47.6884 



120.7997 



71.3061 



84.3374 



33.4042 



16.6701 



63.931 1 



18.2495 



wean N ohtox 

47.1518 



24.1656 



493.9779 



587.7048 



156.1137 



32.1794 



567.8139 



32.5574 



25.2817 



21.7589 



40.7148 



33.6883 



89.2280 



83.2232 



81.7974 



150.5538 



58.5298 



207.6230 



153.2660 



25.9044 



36.1153 



233.1962 



147.4641 



149.7719 



171.2254 



91.9489 



1323.5028 



136.9738 



103.1922 



73.6897 



73.6373 



73.5849 



73.5325 



73.5325 



73.4801 



73.4277 



73.4277 



73.3753 



73.3753 



73.3753 



73.3229 



73.2704 



73.2704 



73.1656 



73.1656 



73.1132 



73.0608 



73.0084 



73.0084 
90.4612 
86.5828 
85.9539 ' 
85.0105 



427.7531 
231.8466 



64.8991 



97.4100 



75.4516 



265.7183 



173.4103 



86.3309 



309.3353 



310.4214 



395.4896 



2714.7755 



107.5611 



20.8556 



84.0794 



37.5504 



26.6963 



35.7989 



203.4242 



846.9536 



1707.2664 



15.8128 
1394.3556 
482.3749 
55.8309 
1029.6436 



8.9429 



70.3191 



11.6675 



107.9455 



19.1658 



18.5362 



58.8615 



11.0971 



203.4722 



29.7617 



660.8973 



108.2507 



61.3223 



66.2559 



47.8754 



357.9659 



162.2522 



177.6972 



275.9202 



78.8023 



25.2810 



74.4946 
44.2767 



24.4287 



40.5221 



13.1010 



60.6464 



26.5105 



36.4701 



59.2185 



135.1212 



137.1970 



598.6401 



17.5468 



6.3050 



12.1683 



8.4762 



9.5167 



9.9797 



27.4716 



120.8130 



471.1667 
4.8813 
259.9027 
178.7265 
14.5413 
282.6006 " 



1015.7870 



184.9652 



79.8971 



526.4060 
281 .7326 



89.0352 



110.0648 



100.9108 



189.6822 



214.5572 



95.2842 



377.8568 



188.4120 
263.7735 



2181.2875 



132.2912 



34.3316 



101.9885 



48.6142 



47.8513 



47.9983 



172.4242 



j»u N ontox" 

13.62001 



30.61381 



132.47421 



176.1635 
53.9278 



17.44611 



134.10161 



23.95931 



33.7852 1 
31.4220 



19.79721 



48.51071 



33.22431 



153.97191 



32.37201 



17.29781 



70.04791 



14.34221 



128.6390 1 
44.1481 



36.2009! 



143.2404 



25.10811 



243.51271 



54.23851 



19.94301 



123.20751 
54.4460 



27.97061 



28.1940 1 
27.6784 



49.05521 



52.06561 



22.70421 



64.14531 



63.29291 



107.11991 



567.16121 



18.0096 



22.09121 
12.4977 



34.02131 



13.06621 



708.7908 



1500.5725 
23.6694 
804.5697 
210.7078 
93.8863 
618.4952 



33.3735! 



174.90771 



304.1412 1 
9.2592 
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TABLE 5LL: 


VASCULATURE AGENTS " 


Atty. Ref. 449?1^5090-01-WO/2 105485 


GLGC ID 


lua score 


Mean ToX- 


SDTox 


Mean Nontox 


5D Nontox 


11355 


76.1006 


102.1580 


76.3592 


110.7182 


42.9662 


5732 
15365 


75.9958 
75.8910 


123.6594 
1198.6604 


33.4845 
348.4301 


153.8469 
1027.8836 


30.0792 
213.4106 
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1 1 able 6: Toxin Administration and Animal Sacrifice Shedules 



Toxin and Group 
Cyclophosphamide 



reatmentanc 
Compound 
i intraperitoneal 
injection on Day 1 



Atty. Ref,.4492 V5090-Q1.WQ /21Qfidfty; 
No. Of Z ' " 

Sacrifice 
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Itable 6: Toxin Administration and Animal Sacrifice Shedules 



PCT/US2004/000240 



|Toxin and Gr oup 

T 



6 



Bl-QT 



10 



11 



12 



13 



14 



15 



[Clenbuterol 



1 



4 



8 



10 



11 



12 



| Isoproterenol 



reatment anc 
Compound 

Hydralazine HCI 



Saline 



Hydralazine HCI 
Hydralazine HCI 



Saline 



Hydralazine HCI 



Hydralazine HCI 



losage 
(mg/kg) 

25 



2.5 



25 



lone. 
(mg/mlj 

12.5 



1.25 



2.5 



25 



12.5 



1.25 



12.5 



Atty. Ref. 44921-5090^01 -WO /9in.4iflfi 
lo. of T~ — J 

Sac rifice 

6 hours post-dose 



daily oral gavage, but 
not on day of sacrifice 
(except groups 1-3) 



. 0.5% natrosol 



Bl-QT 



Bl-QT 



0.5% natrosol 



Bl-QT 



Bl-QT 



0.5% natrosol 



Bl-QT 



Bl-QT 



0.5% natrosol 



Bl-QT 



Bl-QT 



0.5% natrosol 



Bl-QT 



Bl-QT 



10 



50 



10 



50 



10 



50 



10 



50 



10 



50 



1.0 



5.0 



1.0 



5.0 



1.0 



5.0 



1.0 



5.0 



1.0 



5.0 



uauy subcutaneous 
injection, but not on day 
of sacrifice (except 
groups 1-3) 



Saline 



Clenbuterol 



Clenbuterol 



Saline 



Clenbuterol 



0.4 



4.0 



Clenbuterol 



Saline 



4.0 



Clenbuterol 



Clenbuterol 



Saline 



Clenbuterol 



Clenbuterol 



0.4 



4.0 



0.4 



4.0 



0.00 



0.23 



2.27 



0.00 



0.23 



2.27 



0.00 



0.23 



2.27 



0.00 



0.23 



2.27 



i subcutaneous 
injection on Day 1 



Sterile water 
Isoproterenol 



ISOpiOtSfBliiUi 



0.05 



0.05 



Sterile water 



Isoproterenol 



0.05 



S.5 



0.05 



_ 24hours post-dose 



2 4hours post-dose 



24 hours post-dose 



Day 3 



Day 3 



Day 3 



6 hrs post-dose 



6 hrs post-dose 



J> hrs post-dose 



24 hrs post-dose 
24 hrs post-dose 



24 hrs post-dose 



Day 3 



Day 3 



Day 3 



Day 7 



Day 7 



Day 7 



Day 14 



Day 14 



Day 14 



6 hrs post-dose 



6 hrs post-dose 
6 hrs post-dose 



24 hrs post-dose 



24 hrs post-dose 



24 hrs post-dose 
Day 6 



Da y 6 



Day 6 



Day 15 



Day 15 



Day 15 



3 hrs post-dose 



3 hrs post-dose 
3 hrs post-dose 



6 hrs post-dose 
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|Toxin and Grou p 
6 



8 



reatment anc 
Compound 

Isoprotereno l 



Sterile water 



Isoproterenol 



osage 
(mg/kg) 

0.5 



0.05 



0.5 



tone. 
(mg/ml) 

0.5 



0.05 



0.5 



Atty. Ref. 4492l^nQn,ni-^(r>^o 1n ^ 1 ^ 
lo. of " 

Sacrifice 

6 hrs post-dose 



Males 

5 



Norepinephrine 



1 subcutaneous 
injection on Day 1 



24 hrs post-dose 
24 hrs post-dose 
24 hrs post-dose 




3 hrs post-dose 
3 hrs post-dose 



Amphotericin B 



3 hrs post-dose 
6 hrs post-dose 
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1 1 able 6: Toxin Adminis 


itration and Animal Sacrifice Sheduies ~ " — . 

r? x ' i r ; AttV: Rftf 4dQ91_cnon /w \Mr^i^A^^r- 


|Toxinand Group 

1 ' 

L. 7 
1 8 


ireaunemand 
Compound 

Amphotericin B 

Saline 
Amphotericin B 


Dosage , 
_ (mg/kg) 
2.5 
0 
0.25 


Cone... . 
(mg/mi) 

1.25 
0 

0.125 


iNOiOf 
| Males 

7 
5 
5 


Sacrifice 

6 hrs post-dose 
24 hrs post-dose 


9 

Elprubicin 

L 1 
j 2 
I 3 
L~ 4 

I 6 
P 7 


_ I Amphotericin B 

intravenous injection on 
Day 1 

L Saline 
Epirubicin 
Epirubicin 

Saline 

_ Epirubicin 
Epirubicin 
Saline 


I 2.5 
— 

0 

1.2 
12 
0 

1.2 
12 


1.25 
0 

0.6 
6 
0 

0.6 
6 


7 

5 
5 
5 
5 
5 
5 


24 hrs post-dose 
24 hrs post-dose 

6 hours post-dose I 
6 hours post-dose I 
t> nours post-dose 
24 hours post-dose S 
24 hours post-dose I 
24 hours post-dose I 


P 8 

r 9 
r 10 

L 11 

r 12 

Phenylpropanolamine 

I A 
! 1 

1 2 

L 3 

r 4 

j 5 

LZ 6 


Epirubicin 
Epirubicin 

Saline 
Epirubicin 

Epirubicin 

■* - 

intrapeitoneai injection 
on Day 1 

Saline 

_ Phenylpropanolamine 
Phenylpropanolamine 

Saline 
Phenylpropanolamine 


0 

1.2 
12 
0 

12 

12 

-\ 

0 
8 
80 
0 
8 


0 

0.6 
6 
0 

0.6 
6 

'V :>■■ 

0 

0.8 
8 
0 

0.8 


5 
5 
5 
5 
5 
5 

5 
5 
5 
5 
5 


Day 6 J 
Day 6 j 
Day 6 

Day 8 J 
Day 8 j 
Day 8 | 

3 hrs post-dose I 
3 hrs post-dose ( 
3 hrs post-dose f 
6 hrs post-dose 
6 hrs post-dose 


7 
8 

LZ 9 

1 • « 
I 

Rosiglitazone < 
1 1 

\Z 2 

I 3 
4 

I 5 
! 6 
\ 7 

II 8 
9 

C 10 
i 11 

| 12 


Phenylpropanolamine 

Saline 
Phenylpropanolamine 
Phenylpropanolamine 

5 daily doses of oral 
javage 

1% methylcellulose 
Rosiglitazone 
Rosiglitazone 

1% methylcellulose 
Rosiglitazone 
Rosiglitazone 

1% methylcellulose 
Rosiglitazone 
Rosiglitazone 

1% methylcellulose 
Rosiglitazone 
Rosiglitazone 


80 
0 
8 

80 

0 
18 
180 

0 
18 
180 
0 
18 
180 
0 
18 
180 


8 
0 

0.8 
8 

0 

1.8 
18 
0 

1.8 
18 
0 

1.8 
18 
0 

1.8 
18 


5 
5 
5 
5 

5 

5 

5 

5 

5 

5 

5 

5 

5 

5 

5 

5 


6 hrs post-dose 
24 hrs post-dose ! 
24 hrs post-dose ] 
24 hrs post-dose 

6 hours post-dose I 
6 hours post-dose j 
6 hours post-dose j 
24 hours post-dose | 

24 honrc nncf-Wr»e/i I 

24 hours post-dose 

Day 8 ~J 
Day 8 

Day 8 ~J 
Day 15 J 
Day 15 

Day 15 
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